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INHIBITORS OF GLYCOGEN SYNTHASE KINASE 3 



Field of the Invention 

5 This invention relates to new pyrimidine and pyridine derivatives that inhibit the 

activity of glycogen synthase kinase 3 (GSK3) arid to pharmaceutical compositions 
containing the compounds and to the use of the compounds and compositions, alone or in 
combination with other pharmaceutically active agents. The compounds and compositions 
provided by the present invention have utility in the treatment of disorders mediated by 

10 GSK3 activity, such as diabetes, Alzheimer's disease and ..other neurodegenerative 
disorders, obesity, atherosclerotic cardiovascular disease, essential hypertension, polycystic 
ovary syndrome, syndrome X, ischemia, especially cerebral ischemia, traumatic brain 
injury, bipolar disorder, immunodeficiency and cancer. 

Background of the Invention 

15 Glycogen synthase kinase 3 (GSK3) is a serine/threonine kinase for which two 

isoforms, a and P, have been identified. Woodgett, Trends Biochem. Sci., 16:177-81 
(1991). Both GSK3 isoforms are corisututively active in resting cells. GSK3 was 
originally identified as a kinase that inhibits glycogen synthase by direct phosphorylation. 
Upon insulin activation, GSK3 is inactivated, thereby allowing the activation of glycogen 

20 synthase and possibly other insulin-dependent events, such glucose transport. 
Subsequently, it has been shown that GSK3 activity is also inactivated by other growth 
factors that, like insulin, signal through receptor tyrosine kinases (RTKs). Examples of 
such signaling molecules include IGF-1 and EGF. Saito et al., Biochem. J., 303:27-31 
(1994); Welsh et al., Biochem. J. 294:625-29 (1993); and Cross et al., Biochem. J., 303:21- 

25 26 (1994). 
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Agents that inhibit GSK3 activity are useful in the treatment of disorders that are 
mediated by GSK3 activity. In addition, inhibition of GSK3 mimics the activation of 
growth factor signaling pathways and consequently GSK3 inhibitors are useful in the 
treatment of diseases in which such pathways are insufficiently active. Examples of 
5 diseases that can be treated with GSK3 inhibitors are described below. 

Diabetes. 

Diabetes mellitus is a serious metabolic disease that is defined by the presence of 
chronically elevated levels of blood glucose (hyperglycemia). This state of hyperglycemia 
is the result of a relative or absolute lack of activity of the peptide hormone, insulin. 

10 Insulin is produced and secreted by the B cells of the pancreas. Insulin is reported to 
promote glucose utilization, protein synthesis, and the formation and storage of 
carbohydrate energy as glycogen. Glucose is stored in the body as glycogen, a form of 
polymerized glucose, which may be converted back into glucose to meet metabolism 
requirements. Under normal conditions, insulin is secreted at both a basal rate and at 

15 enhanced rates following glucose stimulation, all to maintain metabolic homeostasis by the 
conversion of glucose into glycogen. 

The term diabetes mellitus encompasses several different hyperglycemic states. 
These states include Type 1 (insulin-dependent diabetes , mellitus or IDDM) and Type 2 
(non-insulin dependent diabetes mellitus or NIDDM) diabetes. The hyperglycemia present 

20 in individuals with Type 1 diabetes is associated with deficient, reduced, or nonexistent 
levels of insulin that are insufficient to maintain blood glucose levels within the 
physiological range. Conventionally, Type 1 diabetes is treated by administration of 
replacement doses of insulin, generally by a parental route. Since GSK3 inhibition 
stimulates insulin-dependent processes, it is consequently useful in the treatment of type 1 

25 diabetes. 

Type 2 diabetes is an increasingly prevalent disease of aging. It is initially 
characterized by decreased sensitivity to insulin and a compensatory elevation in 
circulating insulin concentrations, the latter of which is required to maintain normal blood 
glucose levels. Increased insulin levels are caused by increased secretion from the 

30 pancreatic beta cells, and the resulting hyperinsulinemia is associated with cardiovascular 
complications of diabetes. As insulin resistance worsens, the demand on the pancreatic 
beta cells steadily increases until the pancreas can no longer provide adequate levels of 
insulin, resulting in elevated levels of glucose in the blood. Ultimately, overt 
hyperglycemia and hyperlipidemia occur, leading to the devastating long-term 

35 complications associated with diabetes, including cardiovascular disease, renal failure and 
blindness. The exact mechanism(s) causing type 2 diabetes are unknown, but result in 
impaired glucose transport into skeletal muscle and increased hepatic glucose production, 
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in addition to inadequate insulin response. Dietary modifications are often ineffective, 
therefore the majority of patients ultimately require pharmaceutical intervention in an 
effort to prevent and/or slow the progression of the complications of the disease. Many 
patients can be treated with one or more of the many oral anti-diabetic agents available, 
5 including sulfonylureas, to increase insulin secretion. Examples of sulfonylurea drugs 
include metformin for suppression of hepatic glucose production, and troglitazone, an 
insulin-sensitizing medication. Despite the utility of these agents, 30-40% of diabetics are 
not adequately controlled using these medications and require subcutaneous insulin 
injections. Additionally, each of these therapies has associated side effects. For example, 
10 sulfonylureas can cause hypoglycemia and troglitazone can cause severe hepatoxicity. 
Presently, there is a need for new and improved drugs for the treatment of prediabetic and 
diabetic patients. 

As described above, GSK3 inhibition stimulates insulin-dependent processes and is 
consequently useful in the treatment of type 2 diabetes. Recent data obtained using lithium 

15 salts provides evidence for this notion. The lithium ion has recently been reported to 
inhibit GSK3 activity. Klein et al., PNAS 93:8455-9 (1996). Since 1924, lithium has been 
reported to have antidiabetic effects including the ability to reduce plasma glucose levels, 
increase glycogen uptake, potentiate insulin, up-regulate glucose synthase activity and to 
stimulate glycogen synthesis in skin, muscle and fat cells. However, lithium has not been 

20 widely accepted for use in the inhibition of GSK3 activity, possibly because of its 
documented effects on molecular targets other than GSK3. The purine analog 5- 
iodotubercidin, also a GSK3 inhibitor, likewise stimulates glycogen synthesis and 
antagonizes inactivation of glycogen synthase by glucagon and vasopressin in rat liver 
cells. Fluckiger-Isler et aL, Biochem J 292:85-91 (1993); and Massillon et aL, Biochem J 

25 299:123-8 (1994). However, this compound has also been shown to inhibit other 
serine/threonine and tyrosine kinases. Massillon et aL, Biochem J 299:123-8 (1994). 

One of the main goals in the management of patients with diabetes mellitus is to 
achieve blood glucose levels as close to normal as possible. In general, obtaining normal 
postprandial blood glucose levels is more difficult than normalizing fasting hyperglycemia. 

30 In addition, some epidemiological studies suggest that postprandial hyperglycemia (PPHG) 
or hyperinsulinemia are independent risk factors for the development of macrovascular 
complications of diabetes mellitus. Recently, several drugs with differing 
pharmacodynamic profiles have been developed which target PPHG. These include insulin 
lispro, amylin analogues, alpha-glucosidase inhibitors and meglitinide analogues. Insulin 

35 lispro has a more rapid onset of action and shorter duration of efficacy compared with 
regular human insulin. In clinical trials, the use of insulin lispro has been associated with 
improved control of PPHG and a reduced incidence of hypoglycemic episodes. 
Repaglinide, a meglitinide analogue, is a short-acting insulinotropic agent which, when 
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given before meals, stimulates endogenous insulin secretions and lowers postprandial 
hyperglycaemic excursions. Both insulin lispro and repaglinide are associated with 
postprandial hyperinsulinaemia. In contrast, amylin analogues reduce PPHG by slowing 
gastric emptying and delivery of nutrients to the absorbing surface of the gut. Alpha- 
5 glucosidase inhibitors such as acarbose, miglitol and voglibose also reduce PPHG 
primarily by interfering with the carbohydrate-digesting enzymes and delaying glucose 
absorption. Yamasaki et al., Tohoku J Exp Med 1997 Nov; 183(3): 173-83. The GSK 
inhibitors of the present invention are also useful, alone or in combination with the agents 
set forth above, in the treatment of postprandial hyperglycemia as well as in the treatment 
10 of fasting hyperglycemia. 

Alzheimer's Disease. 

GSK3 is also involved in biological pathways relating to Alzheimer's disease (AD). 
The characteristic pathological features of AD are extracellular plaques of an abnormally 
processed form of the amyloid precursor protein (APP), so called 6-amyloid peptide (6- 

15 AP) and the development of intracellular neurofibrillary tangles containing paired helical 
filaments (PHF) that consist largely of hyperphosphorylated tau protein. GSK3 is one of a 
number of kinases that have been found to phosphorylate tau protein in vitro on the 
abnormal sites characteristic of PHF tau, and is the only kinase also demonstrated to do this 
in living cells and in animals. Lovestone et al., Current Biology 4:1077-86 (1994); and 

20 Brownlees et al., Neuroreport 8: 3251-3255 (1997). Furthermore, the GSK3 kinase 
inhibitor, LiCl,. blocks tau hyperphosphorylation in cells. Stambolic et al., Current Biology 
6:1664-8 (1996). Thus GSK3 activity may contribute to the generation of neurofibrillary 
tangles and consequently to disease progression. Recently it has been shown that GSK38 
associates with another key protein in AD pathogenesis, presenillin 1 (PS1). Takashima 

25 et., PNAS 95:9637-9641 (1998). Mutations in the PS1 gene lead to increased production of 
6-AP, but the authors also demonstrate that the mutant PS1 proteins bind more tightly to 
GSK36 and potentiate the phosphorylation of tau, which is bound to the same region of 
PS1. 

Interestingly it has also been shown that another. GSK3 substrate, B-catenin, binds 
30 to PS1. Zhong et al., Nature 395:698-702 (1998). Cytosolic fi-catenin is targeted for 
degradation upon phosphorylation by GSK3 and reduced 6-catenin activity is associated 
with increased sensitivity of neuronal cells to 6-AP induced neuronal apoptosis. 
Consequently, increased association of GSK3B with mutant PS1 may account for the 
reduced levels of B-catenin that have been observed in the brains of PS 1 -mutant AD 
35 patients and to the disease related increase in neuronal cell-death. Consistent with these 
observations, it has been shown that injection of GSK3 antisense but not sense, blocks the 
pathological effects of B-AP on neurons in vitro, resulting in a 24 hr delay in the onset of 
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cell death. Takashima et al., PNAS 90:7789-93. (1993). In these latter studies, the effects 
on cell-death are preceded (within 3-6 hours of B-AP administration) by a doubling of 
intracellular GSK3 activity, suggesting that genetic mechanisms may increase GSK3 
activity. Further evidence for a role for GSK3 in AD is provided by the observation that 
5 the protein expression level (but, in this case, not specific activity) of GSK3 is increased by 
50% in postsynaptosomal supernatants of AD vs. normal brain tissue. Pei et al., / 
Neuropatlwl Exp 56:70-78 (1997). Thus, it is believed that specific inhibitors of GSK3 
will act to slow the progression of Alzheimer's Disease. 

Other CNS disorders 

10 In addition to the effects of lithium described above, there is a long history of the 

use of lithium to treat bipolar disorder (manic depressive syndrome). This clinical 
response to lithium may reflect an involvement of GSK3 activity in the etiology of bipolar 
disorder, in which case GSK3 inhibitors could be relevant to that indication. In support of 
this notion it was recently shown that valproate, another drug commonly used in the 

15 treatment of bipolar disorder, is also a GSK3 inhibitor. Chen et al., J. Neurochemistry 
72:1327-1330 (1999). One mechanism by which lithium and other GSK3 inhibitors may 
act to treat bipolar disorder is to increase the survival of neurons subjected to aberrantly 
high levels of excitation induced by the neurotransmitter, glutamate. Nonaka et al., PNAS 
95: 2642-2647 (1998). Glutamate-induced neuronal excitotoxicity is also believed to be a 

20 major cause of neurodegeneration associated with acute damage, such as in cerebral 
ischemia, traumatic brain injury and bacterial infection. Furthermore it is believed that 
excessive glutamate signaling is a factor in the chronic neuronal damage seen in diseases 
such as Alzheimer's, Huntingdon's, Parkinson's, AIDS associated dementia, amyotrophic 
lateral sclerosis (AML) and multiple sclerosis (MS). Thomas, /. Am. Geriatr. Soc. 43: 

25 1279-89 (1995). Consequently GSK3 inhibitors are believed to be a useful treatment in 
these and other neurodegenerative disorders. 

Immune potentiation 

GSK3 phosphorylates transcription factor NF-AT and promotes its export from the 
nucleus, in opposition to the effect of calcineurin. Beals et al., Science 275:1930-33 (1997). 
30 Thus, GSK3 blocks early immune response gene activation via NF-AT, and GSK3 
inhibitors may tend to permit or prolong activation of immune responses. Thus GSK3 
inhibitors are believed to prolong and potentiate the immunostimulatory effects of certain 
cytokines, and such an effect may enhance the potential of those cytokines for tumor 
immunotherapy or indeed for immunotherapy in general. 

35 Other disorders 

Lithium also has other biological effects. It is a potent stimulator of hematopoiesis, 
both in vitro and in vivo. Hammond et al., Blood 55: 26-28 (1980). In dogs, lithium 
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carbonate eliminated recurrent neutropenia and normalized other blood cell counts. Doukas 
et al. Exp Heinatol 14: 215-221 (1986). If these effects of lithium are mediated through the 
inhibition of GSK3, GSK3 inhibitors may have even broader applications. 

Since inhibitors of GSK3 are useful in the treatment of many diseases, the 
identification of new inhibitors of GSK3 would be highly desirable. 

Summary of the Invention 
It has now been surprisingly discovered that glycogen synthase kinase 3 (GSK3) 
activity can be inhibited in vitro or in vivo by certain pyrimidine and pyridine based 
derivatives. Accordingly, the present invention provides new compounds, compositions 
and methods of inhibiting the activity of GSK3 in vitro and of treatment of GSK3 mediated 
disorders in vivo. In one aspect, the present invention provides new compounds having 
GSK3 inhibition activity of the following formula (I): 




wherein: 

W is optionally substituted carbon or nitrogen; 

X and Y are independently selected from the group consisting of nitrogen, oxygen, 
and optionally substituted carbon; 

A is optionally substituted aryl or heteroaryl; 

Ri, R'i, R2, R f 2, R3, R f 3, R4 and R f 4 are independently selected from the group 
consisting of hydrogen, hydroxyl, and optionally substituted loweralkyl, cycloloweralkyl, 
cyclicaminoalkyl, alkylaminoalkyl, loweralkoxy, amino, alkylamino, alkylcarbonyl, 
arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, aryl and 
heteroaryl, and R f i, R f 2 , R3 and R4 are independently selected from the group consisting of 
hydrogen, and optionally substituted loweralkyl; 

R 5 and R 7 are independently selected from the group consisting of hydrogen, halo, 
and optionally substituted loweralkyl, cycloalkyl, alkoxy, amino, 
aminoalkoxy,alkylcarbonylamino, arylcarbonylamino, aralkylcarbonylamino, hetero- 
arylcarbonylamino, heteroaralkylcarbonylamino, cycloimido, heterocycloimido, amidino, 
cycloamidino, heterocycloamidino, guanidinyl, aryl, biaryl, heteroaryl, heterobiaryl, 
heterocycloalkyl, and arylsulfonamido; 

R$ is selected from the group consisting of hydrogen, hydroxy, halo, carboxyl, 
nitro, amino, amido, amidino, imido, cyano, and substituted or unsubstituted loweralkyl, 
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loweralkoxy, alkylcarbonyl, aiylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, 
heteroaralkylcarbonyl,alkylcarbonyloxy 5 arylcarbonyloxy, aralkylcarbonyloxy, 

heteroarylcarbonyloxy, heteroaralkylcarbonyloxy, alkylaminocarbonyloxy, aiylamino- 
carbonyloxy, formyl, loweralkylcarbonyl, loweralkoxycarbonyl, aminocarbonyl, 
aminoaryl, alkylsulfonyl, sulfonamide, aminoalkoxy, alkylamino, heteroarylamino, 
alkylcarbonylamino, alkylaminocarbonylamino, arylanxinocarbonylamino, aralkyl- 
carbonylamino, heteroaiylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino 
cycloamido, cyclothioamido, cycloamidino, heterocycloamidino, cycloimido, 
heterocycloimido, guanidinyl, aryl, heteroaryl, heterocyclo, heterocycloalkyl, arylsulfonyl 
and aiylsulfonamido; 

and the pharmaceutically acceptable salts thereof. 

Presently particularly preferred and novel compounds of the invention are provided 
by the compounds of formulas (TV) and (V): 




wherein X, Ri-R 6 , and Rs-Rh have the meanings described above, and Ri 5 is selected from 
the group consisting of hydrogen, nitro, cyano, amino, alkyl, halo, haloloweralkyl, 
alkyloxycarbonyl, aminocarbonyl, alkylsulfonyl and arylsulfonyl, and the pharmaceutical^ 
acceptable salts thereof. 

The methods, compounds and compositions of the invention may be employed 
alone, or in combination with other pharmacologically active agents in the treatment of 
disorders mediated by GSK3 activity, such as in the treatment of diabetes, Alzheimer's 
disease and other neurodegenerative disorders, obesity, atherosclerotic cardiovascular 
disease, essential hypertension, polycystic ovary syndrome, syndrome X, ischemia, 
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especially cerebral ischemia, traumatic brain injury, bipolar disorder, immunodeficiency or 
cancer. 

Detailed Description of the Preferred Embodiment 
In accordance with the present invention, compounds, compositions and methods 
5 are provided for the inhibition of glycogen synthase kinase 3 (GSK3) activity, either in 
viti-o or in vivo. In one aspect, the present invention provides new compounds having 
GSK3 inhibition activity of the following formula (I): 




wherein: 

10 Wis optionally substituted carbon or nitrogen; 

X and Y are independently selected from the group consisting of nitrogen, oxygen, 
and optionally substituted carbon; 

A is optionally substituted aryl or heteroaryl; 

Ri, R'i, R 2 , R*2 5 R3, R ! 3, R4 and R4 are independently selected from the group 

15 consisting of hydrogen, hydroxyl, and optionally substituted loweralkyl, cycloloweralkyl, 
cyclicaminoalkyl, alkylaminoalkyl, loweralkoxy, amino, alkylamino, alkylcarbonyl, 
arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, aryl and 
heteroaryl, and R'i, R r 2 , R T 3 and R f 4 are independently selected from the group consisting of 
hydrogen, and optionally substituted loweralkyl; 

20 R 5 and R 7 are independently selected from the group consisting of hydrogen, halo, 

and optionally substituted loweralkyl, cycloalkyl, alkoxy, amino, aminoalkoxy, 
alkylamino, aralkylamino, heteroaralkylamino, arylamino, heteroarylamino cycloimido, 
heterocycloimido, amidino, cycloamidino, heterocycloamidino, guanidinyl, aryl, biaryl, 
heteroaryl, heterobiaryl, heterocycloalkyl, and arylsulfonamido; 

25 R6 is selected from the group consisting of hydrogen, hydroxy, halo, carboxyl, 

nitro, amino, amido, amidino, imido, cyano, and substituted or unsubstituted loweralkyl, 
loweralkoxy, alkylcarbonyl, arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, 
heteraralkylcarbonyl, alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, alkylamino- 
carbonyloxy, arylaminocarbonyloxy, formyl, loweralkylcarbonyl, loweralkoxycarbonyl, 

30 aminocarbonyl, aminoaryl, alkylsulfonyl, sulfonamido, aminoalkoxy, alkylamino, 
heteroarylamino, allcylcarbonylamino, alkylaminocarbonylamino, arylamino- 
carbonylamino, aralkylcarbonylamino, heteroaralkylcarbonylamino, arylcarbonylamino, 
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heteroarylcarbonylamino cycloamido, cyclothioamido, cycloamidino, heterocycloamidino, 
cycloimido, heterocycloimido, guanidinyl, aryl, heteroaryl, heterocyclo, heterocycloalkyl, 
arylsulfonyl and arylsulfonamido; 

and the pharmaceutically acceptable salts thereof. 

In one presendy preferred embodiment of the invention, at least one of X and Y is 
nitrogen. Representative compounds of this group include those compounds in which one 
of X and Y is nitrogen and the other of X and Y is oxygen or optionally substituted carbon. 
Preferably, both X and Y are nitrogen. 

The constituent A can be an aromatic ring having from 3 to 10 carbon ring atoms 
and optionally 1 or more ring heteroatoms. Thus, in one embodiment, A can be optionally 
substituted carbocyclic aryl. Alternatively, A is optionally substituted heteroaryl, such as, 
for example, substituted or unsubstituted pyridyl, pyrimidinyl, thiazolyl, indolyl, 
imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, thiophenyl, furanyl, quinolinyl, 
purinyl, naphthyl, benzothiazolyl, benzopyridyl, and benzimidazolyl, which may 
substituted with at least one and not more than 3 substitution groups. Representative 
substitution groups can be independently selected from the group consisting of, for 
example, nitro, amino, cyano, halo, thioamido, amidino, oxamidino, alkoxyamidino, 
imidino, guanidino, sulfonamido, carboxyl, formyl, loweralkyl, haloloweralkyl, 
loweralkoxy, haloloweralkoxy, loweralkoxyalkyl, loweralkylaminoloweralkoxy, 
loweralkylcarbonyl, loweraralkylcarbonyl, lowerheteroaralkylcarbonyl, alkylthio, 
aminoalkyl and cyanoalkyl. 

In a presently particularly preferred embodiment of the invention, A has the 
formula: 



(H) 

wherein Rg and R 9 are independently selected from the group consisting of hydrogen, 
hydroxy, nitro, amino, cyano, halo, thioamido, amidino, oxamidino, alkoxyamidino, 
imidino, guanidinyl, sulfonamido, carboxyl, formyl, loweralkyl, aminoloweralkyl, 
loweralkylaminoloweralkyl, haloloweralkyl, loweralkoxy, haloloweralkoxy, 
loweralkoxyalkyl, loweralkylaminoloweralkoxy, loweralkylcarbonyl, loweraralkyl- 
carbonyl, lowerheteroaralkylcarbonyl, alkylthio, aryl and, aralkyl. Most preferably, A is 
selected from the group consisting of aminopyridyl, nitropyridyl, aminonitropyridyl, 
cyanopyridyl, cyanothiazolyl, aminocyanopyridyl, trifluoromethylpyridyl, methoxypyridyl, 
methoxynitropyridyl, methoxycyanopyridyl and nitrothiazolyl. 
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In other embodiments of the invention at least one of Ri, R f i, R2, R2, R3, R3 1 , R4, 
and R4 may be hydrogen, or unsubstituted or substituted loweralkyl selected from the 
group consisting^ of haloloweralkyl, heterocycloaminoalkyl, and loweralkylamino- 
loweralkyl; or loweralkylaminoloweralkyl. Presently preferred embodiments of the 
invention include compounds wherein Ri, R'i, R 2 , R f 2> R3, R3 ! and R4 are hydrogen and R f 4 
is selected from the group consisting of hydrogen, methyl, ethyl, aminoethyl, 
dimethylaminoethyl, pyridylethyl, piperidinyl, pyrrolidinylethyl, piperazinylethyl and 
morpholinylethyl. 

Other presently preferred compounds of the invention include compounds of 
formula (I) wherein at least one of R5 and R7 is selected from the group consisting of 
substituted and unsubstituted aryl, heteroaryl and biaryl. In presently preferred 
embodiments, at least one of R5 and R7 is a substituted or unsubstituted moiety of the 
formula: 




wherein Rio, Rn, R12, R13, and R14 are independently selected from the group consisting of 
hydrogen, nitro, amino, cyano, halo, thioamido, carboxyl, hydroxy, and optionally 
substituted loweralkyl, loweralkoxy, loweralkoxyalkyl, haloloweralkyl, haloloweralkoxy, 
aminoalkyl, aUcylamino, amino alkylalkynyl, alkylaminoalkylalkynyl, alkylthio, 
alkylcarbonylamino, aralkylcarbonylamino, heteroaralkylcarbonylamino, 

arylcarbonylamino, heteroarylcarbonylamino aminocarbonyl, loweralkylaminocarbonyl, 
aminoaralkyl, , loweralkylaminoalkyl, aryl, heteroaryl, cycloheteroalkyl, aralkyl, 
alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, arylcarbonyloxyalkyl, 
alkylcarbonyloxyalkyl, heteroarylcarbonyloxyalkyl, aralkycarbonyloxyalkyl, and 
heteroaralkcarbonyloxyalkyl. Presently particularly preferred compounds are obtained 
wherein Rio, Rn, R13, and R14 are hydrogen and R J2 is selected from the group consisting 
of halo, loweralkyl, hydroxy, loweralkoxy, haloloweralkyl, aminocarbonyl, 
alkylaminocarbonyl and cyano; Rn, R 13 , and Ri 4 are hydrogen and Rio and R i2 are 
independently selected from the group consisting of halo, loweralkyl, hydroxy, 
loweralkoxy, haloloweralkyl and cyano; Rio, Rn, R13, and R14 are hydrogen and R J2 is 
heteroaryl; Rio, Rn, R13, and R J4 are hydrogen and R i2 is a heterocycloalkyl; and wherein 
at least one of Rio, Rn, Ri2, Ri3, and Ri 4 are halo and the remainder of Rio, Rn, R12, R13, 
and R i4 are hydrogen. Preferably, at least one of R 5 and R 7 is selected from the group 
consisting of dichlorophenyl, difluorophenyl, trifluoromethylphenyl, chlorofluorophenyl, 
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bromochlorophenyl, ethylphenyl, methylchlorophenyl, imidazolylphenyl, cyanophenyl, 
morphlinophenyl and cyanochlorophenyl. 

In representative embodiments of the invention, may be substituted alkyl, such 
as, for example, aralkyl, hydroxyalkyl, aminoalkyl, aminoaralkyl, carbonylaminoalkyl, 
alkylcarbonylaminoalkyl, arylcaibonylaminoalkyl, aralkylcarbonylaminoalkyl, 

aminoalkoxyalkyl and arylaminoalkyl; substituted amino such as alkyl amino, 
alkylcaibonylamino, alkoxycarbonylamino, arylalkylamino, arylcarbonylamino, 
alkylthiocarbonylamino, arylsulfonylamino, heteroarylamino alkylcarbonylamino, 
arylcarbonylamino, heteroarylcaibonylamino, aralkylcarbonylamino, and 
heteroaralkylcarbonylamino; or substituted carbonyl such as unsubstituted or substituted 
aminocarbonyl, alkyloxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl and alkylamino- 
alkyloxycarbonyl. In other embodiments, may be selected from the group consisting of 
amidino, guanidino, cycloimido, heterocycloimido, cycloamido, heterocycloamido, 
cyclothioamido and heterocycloloweralkyl. In yet other embodiments, R$ may be aryl or 
heteroaryl, such as, for example, substituted or unsubstituted pyridyl, pyrhnidinyl, 
piperazinyl, thiazolyl, indolyl, imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, 
thienyl, furanyl, quinolinyl, pyrrolyopyridyl, benzothiazolyl, benzopyridyl, benzotriazolyl, 
and benzimidazolyl. In yet other embodiments, R$ may be a monoketopiperazinyl group 
having the structure: 




wherein Ri 5 and Ri6 are independently selected from the group consisting of hydrogen, 
loweralkyl, loweralkynyl, aryl, heteroaryl, arylloweralkyl, loweralkylarylloweralkyl, 
haloloweralkyl, haloarylloweralkyl carbocyclic and heterocyclic; or Rg can be taken with 
another R 16 or with R 15 to form a carbocychc, heterocyclic or aryl ring; and o is an integer 
between 1 and 6. In representative embodiments of this aspect of the invention, Ri 5 is 
loweralkyl, such as methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, iso-butyl or 
t-butyl, or Ri 5 is taken with R 16 to form a group having the structure: 

Presently preferred, representative compounds of this group include, for example, 
l-[2-{[2-({6-amiiio-5-|>ydroxy(oxido^ 

dicMorophenyl)-5-pyrimidinyl]-2-piperazinone, 1 -[2- { [2-( (6-amino-5-[hydroxy(oxido)- 
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amino]-2-pyridinyl}amiiio)ethyl^ 

methyl-2-piperazinone, l-[6-{[2-({6-amino-5-[hydroxy(oxido)ar^ 

ethyl]amino}-2-(2,4-dichloropheny l-[2-{[2-({6- 
amino-5-[hydroxy (oxido)amino]-2-pyridinyl) amino)ethyl] amino } -4-(2,4-dichlorophenyl)- 
5 5-pyrimidinyl]-4-methyl-2-piperazinone, 6-[(2-{[6-(2,4-dichlorophenyl)-5-(4-methyl-2- 
pxo- 1 -piperazmyl)-2-pyridinyl]amino} ethyl)amino]nicotinonitrile, 1 -[6- { [2-({6-amino-5- 
frydroxy(oxido)amino]-2-pyridinyl}amm^ 

methyI-2-piperazinone, 6-[(2- {[6-(4-ethylphenyl)-5-(4-methyl-2-oxo-l-piperazinyI)-2- 
pyridinyljamino} ethyOaminojnicotinonitrile, 6-( {2-[[6-(4-ethylphenyl)-5-(4-methyl-2-oxo- 

10 1 'piperazinyl)-2-pyridinyl](methyl)amino]ethyl} amino)nicotinonitrile 5 6-[(2- { [4-(2,4- 
dichlorophenyl)-5-(4-methyl-2-oxo- 1 -piperazinyl)-2-pyrimidinyl]aiiuno } ethyl)amino]- 
nicotinonitrile, 1 -[6- {[2-( {6-amino-5-j^ydroxy(oxido)aniino]-2-pyridinyl} amino)ethyl]- 
ainino}-2-(2 ) 4-difluorophenyl)-3-pyridinyl]-4-methyl-2-piper^ 4-[6-{[2-({6-amino- 
5-[hydroxy(oxido)amino]-2-p)ridinyl}am 

1 5 piperazinyl)-2-pyridinyl]benzonitrile 5 1 -[6- {[2-( {6-amino-5-[hydroxy(oxido)atoino]-2- 
pyridinyl}amino)ethyl]amino}-2-(2^ 

piperazinone, 1 -[6- {[2-( {6-amino-5-j^ydroxy(oxido)amino]-2-pyridinyl} amino)ethyl]- 
amino}-2-(2,4-dicMorophenyl)-3-pyrid^ 1 - {6- {[2-({6-amino- 

5-[hydroxy(oxido)amino]-2-pyridiny 
20 3-pyridinyl}-4-methyl-2-piperazinone 3 l-[6- {[2-({6-amino-5-[hydroxy(oxido)ainino]-2- 
pyridinyl}amino)ethyl]amino}-2-(2-to 

1 -[6- {[2-( {6-amino-5-Piydroxy(oxido)amino]-2-pyridinyl} amino)propyl]amino}-2-(2,4- 
dicUorophenyl)-3~p3rridinyl]^-methyl-2--piperazinone, 1 -[6- { [2-( {6-amino-5-|Tiydroxy- 
(oxido)amino]-2-pyridinyl} amino)propyl]amino} -2-(2,4-dicMorophenyl)-3-pyridinyl]-4- 

25 methyl-2-piperazinone, 1 -[6- { [2-( {6-amino-5-|Tiydroxy(oxido)ainino]-2»pyridinyl } amino)- 
l-methylethyl]amino}-2^ l-[6- 
{ [2-( {6-ainino-5-|Thydroxy(oxido)amino]-2--pyridinyl } amino)- 1 -methylethyl]amino } -2- 
(2,4-dicUorophenyl)-3-pyridinyl]-4-methyl-2-piperazinone, 1 -[6- {[2-( {6-amino-5- 

[hydroxy(oxido)amino]-2-pyridinyl } amino)- 1 , 1 -dimethylethyl] amino} -2-(2,4-dichloro- 

30 phenyl)-3-pyridinyl]-4-methyl-2-piperazinone, l-[6-{[2-({6-amino-5-[hydroxy(oxido)- 
amino]-2-pyridinyl} amino)ethyl] [2-(l -pyrrolidinyl)ethyl]amino} -2-(2,4-dichlorophenyl)- 
3-pyridinyl]-4-methyl-2-piperazinone 5 l-[6-[3-({6-amino-5-[hydroxy(oxido)amino]-2- 
pyridinyl} amino)propyl]-2-(2 3 4-dichlorophenyl)-3 -pyridinyl]-4-methyl-2-piperazinone, 1 - 
[6-[[2-( {6-amino-5-[hydroxy(oxido)ainino]-2-pyridinyl} amino)ethyl](methyl)amino]-2- 

35 (2 5 4-dichlorophenyl)-3-pyridinyl]-4-methyl-2-piperazinone 5 1 -[6-[2-( {6-amino-5- 

[hydroxy(oxido)amino]-2-pyridinyl}amm^ 

methy 1-2-pip erazinone, 1 -[6- {[2-( {6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl } oxy)- 
ethyl]ainino}-2-(2,4-dicUorophenyl)-3-pyridinyl]-4-methyl-2-pipera2m l-[6-{[2-({6- 
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amino-5-[hyckoxy(oxido)amino]-2^ 

amino}-2-(2,4-dicMorophenyl)-3-pyric^ l-[6-{[2-({6-amino- 
5-|>ydroxy(oxido)amino]-2-pyridinyl} 

pyridinyl]-2-piperazinone, 1 -[6- { [2-( {6-amino-5-|>ydroxy(oxido)amino]-2-pyridiiiyl} - 
5 amino)ethyl] amino } -2-(2 5 4-dichlorophenyl)-3 -pyridinyl] ^cyclopropyl-2-piperazinone, 1 - 
[6-{[2-({6-amino-5-|>ydroxy(oxido)amm^^ 

dicMorophenyl)-3-pyridinyl]^-cyclohexyl-2-piperazinone 5 1 -[6- {[2-( {6-amino-5- 

[hydroxy(oxido)amino]-2-pyridinyl} amino)ethyl] amino } -2-(4-bromophenyl)-3-pyridinyl]- 
4-methyl-2-piperazinone > l-[6-{[2-({6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl}- 

1 0 amino)ethyl]amino} -2-(2,4-dichlorophenyl)-3 -pyridinyl]-3,4-dimethyl-2-piperazinone, 1 - 
(2-(2,4-dichlorophenyl)-6- {[2-( {5-[hydroxy(oxido)amino]-6-methoxy-2-pyridinyl}amino)- 
ethyl] amino} -3-pyridinyl)-4-methyl-2-piperazinone ? 1 -(2-(2,4-dichlorophenyl> 6- { [2-( { 5- 
fcyckoxy(oxido)amino]-2-pyridinyl}an^ 
piperazinone, 4-[6-{[2-({6-amino-5-[lydroxy(oxM^ 

1 5 amino } -3-(4-methyl-2-oxo- 1 -piperazinyl)-2-pyridinyl]benzainide, 2-[6- { [2-( {6-amino-5- 
[>ydroxy(oxido)amino]-2-pyridinyl } amino)ethyl] amino } -2-(2,4-dichlorophenyl)-3- 
pyridinyl]hexahydropyrrolo[l ,2-a]pyrazin-3(4H)-one 5 1 -[6- {[2-( {6-amino-5-[hydroxy- 
(oxido)amino]-2-pyridinyl}amino)ethyl]amino}-2-(2,4-dicUo 

(methylsiafonyl)-2-piperazinone, 4-ac^tyl-l-[6-{[2-({6-ainino-5-[hydroxy(oxido)amino]- 
20 2-pyridinyl}amino)ethyl]ainino}-2-(2,4-dicMorophenyl)-3-p 2-[6- 
{[2-( {6-amino-5-(>ydroxy(oxido)am 

dicMoro^henyl)-3-pyridinyl]te^ 2-[6-{[2-({6- 
amino-5-[hydroxy(oxido)amino]-^^ 

3-pyridinyl]hexahydropyrrolo[ 1 ,2-a]pyrazin-3 (4H)-one, 2-[6-{[2-( {6-amino-5-[hydroxy- 
25 (oxido)amino]-2-pyridinyl}air^ 

hexahydropyrrolo[l,2-a]pyrazin-l(2H)-one, 2-[6-{[2-({6-amino-5-[hydroxy(oxido)amino]- 
2-pyridinyl}amino)ethyl]amino}-2K^^ 

[ 1 ,2-a]pyrazin-l (2H)-one, 1 -[6- {[2-( {6-amino-5-|>ydroxy(oxido)amino]-2-pyridinyl} - 
amino)ethyl]amino} -2-(2,4-difluorophenyl)-3-pyridinyi]-4-ethyl-2-piperazinone ? 4-[6-{[2- 
30 ({6-aiiiino-5-|>ydroxy(oxido)ainino]-2-pyridinyl} amino)ethyl]amino}-3-(4-ethyl-2-oxo-l- 
piperazinyl)-2-pyridinyl]benzonitrile ? l-[6-{[2-({6-amino-5--[hydroxy(oxido)ainino]-2- 
pyridinyl}amino)propyl]amino}-2-(2 5 4-dicMorophenyl)-3-pyridm 

piperazinone, 1 -(6- { [2-({6-amino-5- [>ydroxy(oxido)amino]-2-pyridinyl } amino)ethyl]- 
amino} -2-phenyl-3-pyridinyl)-4-.methyl-2-piperazinone, 1 -[6- { [2-( {6-amino-5 -[hydroxy- 
3 5 (oxido)amino]-2-pyridinyl } amino)ethyl]amino } -2-(4-chlorophenyl)-3 -pyridinyl]-4-methyl- 
2-piperazinone, 3-amino-l -[6- { [2-( {6-amino-5-|>ydroxy(oxido)amino]-2--pyridinyl} - 

amino)ethyl]amino } -2-(2,4-dicMorophenyl)-3-pyridinyl]-2-piperidinone 5 1 -[6- {[2«({6- 
amino-5-|>ydroxy(oxido)amino]-2-pyridi^^ 
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pyridinyl]-4-methyl-2-piperazinone, l-[6-{[2-({6-ainino-5-|>ydroxy(oxido)amino]-2- 
pyridinyl} amino)ethyl]amino} -2-(2 ) 4-dichlorophenoxy)-3-pyridinyl]-4-methyl-2- 
piperazinone, 1 -[6- { [2-( {6-amino-5-(^ydroxy(oxido)amino]-2-pyridiiiyl} amino)ethyl]- 
amino}-2-(2,4-dichlorophenyl)-3-pyridiny^ 4-[6- 
5 {[2-({6-aniino«5-|lydroxy(oxido)aniuao]-2-pyridiiiyl} amino)ethyl]amino} -2-(2,4-dichloro- 
phenyl)-3-pyridinyl]-3 -morpholinone, 1 - {6-[2-(6-Amino-5-nitro-pyridin-2-ylamino)- 

ethylamiB0]-[2 ? 3 f ]bipyridinyl-3-yl} -4-methyl-piperazin-2-one, 1 -[6- { [2-( {6-amino-5- 

(>ydroxy(oxido)amino]-2-pyridinyl}amino)eth^^ 

pyridinyl]-2-piperidinone, l-[6-{[2-({6-amino-5-JThiydroxy(oxido)aiiuno]-2-pyridinyl}- 
1 0 amino) ethyl] amino } -2-(4-chloro-2-methylphenyl)-3 -pyridinyl] -4-methyl-2-piperazinone, 
1 -[6- {[2-({6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl} amino)ethyl] amino } -2-(4- 
methoxyphenyl)-3-pyridinyl]-4-methyl-2-piperazinone, and l-[6-{[2-({6-amino-5- 
[>ydroxy(oxido)amino]-2-pyridinyl}amino)e&^ 
methyl-2-piperazinone. 

15 As used herein, representative heterocyclo groups include, for example, those 

shown below (where the point of attachment of the substituent group, and the other 
substituent groups shown below, is through the upper left-hand bond). These heterocyclo 
groups can be further substituted and may be attached at various positions as will be 
apparent to those having skill in the organic and medicinal chemistry arts in conjunction 

20 with the disclosure herein. 




25 Representative heteroaryl groups include, for example, those shown below. These 

heteroaryl groups can be further substituted and may be attached at various positions as 
will be apparent to those having skill in the organic and medicinal chemistry arts in 
conjunction with the disclosure herein. 
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Representative cycloimido and heterocycloimido groups include, for example, 
those shown below. These cycloimido and heterocycloimido can be further substituted and 
may be attached at various positions as will be apparent to those having skill in the organic 
and medicinal chemistry arts in conjunction with the disclosure herein. 



10 
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Representative substituted amidino and heterocycloamidino groups include, for 
example, those shown below. These amidino and heterocycloamidino groups can be further 
substituted as will be apparent to those having skill in the organic and medicinal chemistry 
arts in conjunction with the disclosure herein. 

JL ■ ^ N 

O V 

Representative substituted alkylcarbonylamino, alkyloxycarbonylamino, 
aminoalkyloxycarbonylamino, and arylcarbonylamino groups include, for example, those 
shown below. These groups can be further substituted as will be apparent to those having 
skill in the organic and medicinal chemistry arts in conjunction with the disclosure herein. 

*^NH ^NH f 




OH 

Representative substituted aminocarbonyl groups include, for example, those 
shown below. These can heterocyclo groups be further substituted as will be apparent to 
those having skill in the organic and medicinal chemistry arts in conjunction with the 
disclosure herein. 

r 

HN 




Representative substituted alkoxycarbonyl groups include, for example, those 
shown below. These alkoxycarbonyl groups can be further substituted as will be apparent 
to those having skill in the organic and medicinal chemistry aits in conjunction with the 
disclosure herein. 
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Presently particularly preferred compounds of the invention include compounds 
having the structure: 

fa Rl3 




1X5 (IV) 
wherein X, Ri-R6 5 and Rs-Ri4 have the meanings described above, and the 
pharmaceutical^ acceptable salts thereof. Presently preferred, representative compounds 
of this group include, for example, [4-(4-imidazolylphenyl)pyrimidin-2-yl]{2-[(5-nito 
pyridyl))amino]ethyl} amine, 4-[5-imidazolyl-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} - 
amino)p3oimidin-4-yl]ben2enecarbonitrile 5 4-[2-({2-[(6-amino-5-nitro(2-pyridyl))amino]- 
ethyl}amino)-5-imidazolylpyrim^ [4-(2 5 4-dichlorophenyl)-5- 
imidazolylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl}amine, 4-[2-({2-[(5-nitro-2- 
pyridyl) amino]ethyl} amino)-7a-hydro- 1 ,2,4-triazolo[ 1 ,5-a]pyrimidin-7-yl]benzene- 

carbonitrile, {2-[(6-amino-5-mtro(2-pyridyl))amino]ethyl } [4-(2,4-dichlorophenyl)-5- 

imidazolylpyrimidin-2-yl]amine, [4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrimidin-2- 
yl] {2-[(5-nitro(2.pyridyl))amino]ethyl} amine, 6-[(2- {[4-(2,4-dichlorophenyl)-5- 

imidazolylpyrimidin-2-yl]amino} ethyl)amino]pyridine-3-cafbonitrile, [5-benzotriazolyl-4- 
(2,4-dicMorophenyl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, [2-({2-[(6- 
amino-5-nitro(2-pyridyl))amino]e^ 

methan-1 -ol, [4-(2 5 4-dichlorophenyl)-2<{2-[(5-mtro(2-pyridyl))amino]ethyl} amino)- 

pyrimidin-5-yl]methan-l-ol, 2-[2-({2-[(6-ammo-S-mfro(2-py^ 

(2,4-dicUorophenyl)pyrimidin-5-yl]isoindoline-l,3-dione, [5-amino-4-(2,4-dichloro- 
phenyl)pyrimidin-2-yl] {2-[(6-ainino-5-rutro(2-pyridyl))amino]ethyl} amine, {2-[(6-amino- 
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5-nitro(2-pyridyl))amino]eth^ 

amine, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} {4-(2,4-dichlorophenyI)-5-[5- 

(trifluoromethyl)( 1 ,2,3,4-tetraazolyl)]pyrimidin-2-yl} amine, 1 -[2-( {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} amino)-4-(2 5 4-dicMorophenyl)pyrimidin-5-yl] pyrrolidine-2,5-dione, 
5 [4-(2,4-dicMorophenyl)-5-p)razolylpyriniidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} - 
amine, [4-(2 5 4-dicMorophenyl)-5-(4-methylimidazolyl) pyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]efhyl } amine, [4-(2,4-dicMorophenyl)-5-(2,4-dimethyl- 
imidazolyl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))ainino]efhyl} amine, 6-[(2- {[4-(2,4- 
dicWorophenyl)-5-imidazol-2-ylpyriixiidin-2-yl] amino } ethyl)amino]pyridine-3- 

1 0 carbonitrile, {2-[(6-amino-5-mtro(2-pyridyl))amino]ethyl} [4-(2,4-dichlorophenyl)-5- 

(morpholin^-ylmethyl)pyrimidin-2-yl]amine, {2-[(6-amino-5-nitro(2-pyridyl))amm^ 
ethyl}[4-(2,4-dichlorophenyl)-5-piperazinylpyrimidin-2-yl]ainm {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} [4-(4-ethylphenyl)-5-iniidazolylpyiinidin-2-yl]amine, 1 -[4-(2,4- 
dicMorophenyl)-2-({2-[(5-nitro(2-pyridy^ 

1 5 pyridin-2-one, [5-benzimidazolyl-4-(2,4-dicUorophenyl)pyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine, {2-[(6-aiiiino-5-nitro(2-pyridyl))amino]ethyl} [4-(2,4- 

dicMorophenyl)-54midazolylpyrinndin-2-yl]methylamine, {2-[(6-amino-5-nitro(2-. 
pyridyl))amino]ethyl}[4-(2,4-dichlorophenyl)-5-(4-pyridyl)pyiim {2-[(6- 
amino-5-nitro(2-pyridyl))amino]efo^ 

20 pyrimidin-2-yl]amine, [4-(2,4-dicMorophenyl)-5-(2-methylimidazolyl) pyrimidin-2-yl] {2- 
[(5-nitro(2-pyridyl))amino]ethyl) amine, {2-[(6-amino-5-nitro(2-pyridyl))amino] ethyl} [4- 
(2,4-dicWorophenyl)-5-(2-methylimidazolyl)pyrimidin-2^ {2-[(6-amino-5- 
nitro(2-pyridyl))amino]ethyl } [4-(2,4-dicMorophenyl)-5-(4-phenylimidazolyl)pyrimidin-2- 
yl]amine, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}[4-(2,4-dicMorophenyl)-5-(2,4 

25 dimethylimidazolyl)pyrimidin-2-yl]amine, [4-(2,4-dicMorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl](2- {[5-(trifluoromethyl)(2-pyridyl)]amino} ethyl) amine, [4-(2,4- 
dicMorophenyl)-5-piperazinylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, 
[4-(2,4-dicMorophenyl)-5-imidazo^ 

nitro(2-pyridyl))amino]ethyl}ainine, l-[2-({2-[(6-amino-5-mtro(2-pyridyl))amino]ethyl}- 
30 amino)-4-(2,4-dicWorophenyl)pyri [4-(2,4- 
dichlorophenyl)-5-(l -methylimidazol-2-yl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))- 
amino]ethyl} amine, 1 -[2-( (2-[(6-amino-5-nitro(2-pyridyl)) amino] ethyl} amino)-4-(2,4- 
dicMorophenyl)pyrimidin-5-yl]-3-morpholin-4-ylpyrrolidine-2,5-dio l-[4-(2,4- 
dicMorophenyl)-2-({2-[(5-nitro(2-pyridy^ 
35 piperazine-2,6-dione, l-[2-({2-[(6-amino-5-rd1xo(2-pyridyl))amino]e1hyl}amino)-4-(2,4- 
dicUorophenyl)pyrimidin-5-yl]-3-(di^ {5-imidazol-2- 
yl-4-[4-(trifluoromethyl)phenyl]pyrimidin-2-yl} {2-[(5-nitro(2-pyridyl))amino]- 
ethyl } amine, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl } [4-(2,4-dichlorophenyl)-5-( 1 - 
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methylimidazol-2-yl)pyrimidin-2-yl]amine, [4-(2,4-dichlorophenyl)-5-(4-methyl- 
piperazinyl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, [4-(2,4-dichloro- 
phenyl)-5-(morpholin-4-ylmethyl)pyrimi din-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} - 
amine, [4-(2,4-dicMorophenyl)-5-(4-methyto 
5 pyridyl))amino]ethyl} amine, {2-[(6-amino-5-mtro(2-pyridyl))amino] ethyl} [4-(2,4- 

dicMorophenyl)-5-(4-methylimidazol-2-yl)pyrinn {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl}[4-(2^hloro^ [4-(2- 
chloro-4-fluorophenyl)-5-imidazol^^ 

amino]ethyl} amine, [4-(2,4-dichlorophenyl)-5-imidazolylpyrimidin-2-yl] {2-[(5-nitro(2~ 
1 0 pyridyl)) amino]ethyl} (2-pyrrolidinylethyl)amine, [4-(2,4-4ichlorophenyl)-5-imidazolyl- 
pyrimidin-2-yl](2-moipholin-4-ylethyl) {2-[(5-nitro(2-pyridyl))ainino]ethyl} amine, 6-[(2- 
{[4-(2,4-dicMorophenyl)-5-(4-methyl^^ 

pyridine-3-carbonitrile, {2-[(6-amino-5-mtro(2-pyridyl))amino]ethyl}[4-(2-chloro-4-- 
fluorophenyl)-5-iinidazol~2-ylpyrimidin-2-yl]amm [4-(4-ethylphenyl)-5-imidazol-2- 
1 5 ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, [5-((l E)- 1 -aza-2-morpholin- 
4~ylprop-l-enyl)-4-(2,4-dichlorophenyl)pyrimidin-2-yl]{2-[(^ 

amino]ethyl} amine, N-[4-(2,4-dicHorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} - 
amino)pyrimidin-5-yl]acetoinide, [4-(2,4-dicUorophenyl)-5-imida2»l-2-ylpyrimidin-2- 
yl] {2-[(6-methoxy-5-nitro(2-pyridyl))amino]ethyl} amine, 6-[(2- {[4-(2,4-dichlorophenyl)- 
20 5-imidazolylpyrimidin-2-yl]me^ 6-[(2-{[4- 
(2,4-dicMorophenyl)-5-imidazol-2^ } ethyl)amino]pyridine-3- 

carbonitrile, [4-(2,4-dichlorophenyl)-5-imidazol^^ 

pyridyl))amino] ethyl} amine, 6-[(2- {[4-(2-chloro-4-fluorophenyl)-5-imidazol-2- 

ylpyrimidm-2-yl]arnmo} [4-(4-chlorophenyl)-5- 
25 imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))aniino]ethyl}amine, {2-[(6-amino-5- 
nitro(2-pyridyl)) amino]ethyl}[4-(4-cMoro-2-methy^ 

yljamine, {2-[(6-amino-5"nitro(2-pyridyl))amino]ethyl} [4-(4-bromo-2-chlorophenyl)-5- 
imidazol-2-ylpyrimidin-2-yl]ainine, 6-[(2-{[4-(4-bromo-2-cWoroph^yl)-5-imidazol-2- 
ylpyrimidin-2-yl] amino } ethyl)ainino]pyridine-3-carbonitrile, 6-[2-( {2-[(6-amino-5-nitro(2- 
30 pyridyl))amino]ethyl}amino)^-(2,4^^ 

b]pyridine-5,7-dione, N-[2-({2-[(6-ainino-5-mtro(2-pyridyl))amino]ethyl}amino)^-(2,^ 
dicMorophenyl)pyrimidin-5-yl]-2-(methylamino)ac^tamide {2-[(6-amino-5-nitro(2- 
pyridyl))ammo]ethyl} [4-(4-bromo 

yl]amine, 6-[(2- {[4-(4-bromo-2-cMorophenyl)-5-(4-me^ 
35 amino}ethyl)ainino]pyridine-3-carbonitrile, {2-[(6-amino-5-iiitro(2-pyridyl))amino]- 
ethyl}[4-(2-chloro^fluorophenyl)-^^ and 6- 

[(2-{[4-(2,4-dicMorophenyl)-5-(5-cM 
amino]pyridine-3 -carbonitrile. 
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Other presently particularly preferred compounds of the invention include 
compounds having the structure: 



R< 




wherein X, RrR^, and Rs-Rh have the meanings described above, and Ri 5 is selected from 
5 the group consisting of hydrogen, nitro, cyano, amino, alkyl, halo, haloloweralkyl, 
alkyloxycarbonyl, aminocarbonyl, alkylsulfonyl and arylsulfonyl, and the pharmaceutically 
acceptable salts thereof. Presently preferred, representative compounds of this group 
include, for example, [6-(2,4-dichlorophenyl)-5-imidazolyl(2-pyridyl)] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [6-(2,4- 

10 dicUorophenyl)-5-imidazolyl(2-pyridyl)]amihe, . 6-[(2- {[6~(2,4-dichlorophenyl)-5- 

imidazolyl-2-pyridyl]amino}ethyl)amm^ {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} [6-(2,4-dicUorophenyl)-5-mtro(2-pyridyl)]amine, . ;{2-[(6-amino-5- 
rritro(2-pyridyl))amino]ethyl}[6-(2,4^ 

amine, 6-[(2- {[6-(2,4-dicUorophenyl)-5-(4-methylimidazolyl)-2-p5^dyl]amino} ethyl)- 
1 5 amino]pyridine-3-carbonitrile, and [4-(4-bromo-2-chlorophenyl)-5-imidazol-2-yl- 

pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 

In another aspect, the invention provides compositions comprising an amount of a 

compound of formula (I) effective to modulate GSK3 activity in a human or animal subject 

when administered thereto, together with a pharmaceutically acceptable carrier. 
20 In yet other embodiments, the invention provides methods of inhibiting GSK3 

activity in a human or animal subject, comprising administering to the human or animal 

subject a GSK3 inhibitory amount of a compound of structure (I). 

The present invention further provides methods of treating human or animal 

subjects suffering from GSK3-mediated disorder in a human or animal subject, comprising 
25 administering to the human or animal subject a therapeutically effective amount of a 

compound of formula (I) above, either alone or in combination with other therapeutically 

active agents. 

In yet other embodiments, the present invention provides compounds of formulas I, 
IV and V, as described above, for use as a pharmaceutical, as well as methods of use of 
30 those compounds in the manufacture of a medicament for the treatment of diabetes, 
Alzheimer's disease and other neurodegenerative disorders, obesity, atherosclerotic 
cardiovascular disease, essential hypertension, polycystic ovary syndrome, syndrome X, 



5 DOC ID: <WO 022O495A2_l_> 



WO 02/20495 



-21- 



PCT/US01/42081 



ischemia, especially cerebral ischemia, traumatic brain injury, bipolar disorder, 
immunodeficiency or cancer. 

As used above and elsewhere herein the following terms have the meanings defined 

below: 

"Glycogen synthase kinase 3" and "GSK3" are used interchangeably herein to refer 
to any protein having more than 60% sequence homology to the amino acids between 
positions 56 and 340 of the human GSK3 beta amino acid sequence (Genbank Accession 
No. L33801). To determine the percent homology of two amino acid sequences or of two 
nucleic acids, the sequences are aligned for optimal comparison purposes (e.g., gaps can be 
introduced in the sequence of one polypeptide or nucleic acid for optimal alignment with 
the other polypeptide or nucleic acid). The amino acid residues or nucleotides at 
corresponding amino acid positions or nucleotide positions are then compared. When a 
position in one sequence is occupied by the same amino acid residue or nucleotide as the 
corresponding position in the other sequence, then the molecules are homologous at that 
position (i.e., as used herein amino acid or nucleic acid "homology" is equivalent to amino 
acid or nucleic acid "identity"). The percent homology between the two sequences is a 
function of the number of identical positions shared by the sequences (i.e., % homology = 
# of identical positions/total # of positions x 100). GSK3 was originally identified by its 
phosphorylation of glycogen synthase as described in Woodgett et al., Trends Biochem. 
ScL, 16:177-81 (1991), incorporated herein by reference. By inhibiting GSK3 kinase 
activity, activities downstream of GSK3 activity may be inhibited, or, alternatively, 
stimulated. For example, when GSK3 activity is inhibited, glycogen synthase may be 
activated, resulting in increased glycogen production. GSK3 is also known to act as a 
kinase in a variety of other contexts, including, for example, phosphorylation of c-jun, p- 
catenin, and tau protein. It is understood that inhibition of GSK3 kinase activity can lead 
to a variety of effects in a variety of biological contexts. The invention, however, is not 
limited by any theories of mechanism as to how the invention works. 

"GSK3 inhibitor" is used herein to refer to a compound that exhibits an IC 5 o with 
respect to GSK3 of no more than about 100 jjM and more typically not more than about 50 
jiM, as measured in the cell-free assay for GSK3 inhibitory activity described generally 
hereinbelow. "IC50" is that concentration of inhibitor which reduces the activity of an 
enzyme (e.g., GSK3) to half-maximal level. Representative compounds of the present 
invention have been discovered to exhibit inhibitory activity against GSK3. Compounds of 
the present invention preferably exhibit an IC50 with respect to GSK3 of no more than 
about 1 0 foM, more preferably, no more than about 5 jiM, even more preferably not more 
than about 1 jjM, and most preferably, not more than about 200 nM, as measured in the 
cell-free GSK3 kinase assay. 
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"Optionally substituted" refers to the replacement of hydrogen with a monovalent 
or divalent radical. Suitable substitution groups include, for example, hydroxyl, nitro, 
amino, imino, cyano, halo, thio, thioamido, amidino, imidino, oxo, oxarnidino, 
methoxamidino, imidino, guanidino, sulfonamido, carboxyl, formyl, loweralkyl, 
5 haloloweralkyl, loweralkoxy, haloloweralkoxy, loweralkoxyalkyl,alkylcarbonyl, 
arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, alkylthio, 
aminoalkyl, cyanoalkyl, and the. like. 

The substitution group can itself be substituted. The group substituted onto the 
substitution group can be carboxyl, halo; nitro, amino, cyano, hydroxyl, loweralkyl, 
10 loweralkoxy, aminocarbonyl, -SR, thioamido, -SO3H, -SO2R or cycloalkyl, where R is 
typically hydrogen, hydroxyl or loweralkyl. 

When the substituted substituent includes a straight chain group, the substitution 
can occur either within the chain (e.g., 2-hydroxypropyl, 2-aminobutyl, and the like) or at 
the chain terminus (e.g., 2-hydroxyethyI, 3-cyanopropyl, and the like). Substituted 
15 substitutents can be straight chain, branched or cyclic arrangements of covalently bonded 
carbon or heteroatoms. 

"Loweralkyl" as used herein refers to branched or straight chain alkyl groups 
comprising one to ten carbon atoms that are unsubstituted or substituted, e.g., with one or 
more halogen, hydroxyl or other groups, including, e.g., methyl, ethyl, propyl, isopropyl, 
20 /t-butyl, *-butyl, neopentyl, trifluoromethyl, pentafluoroethyl and the like. 

"Alkylenyl" refers to a divalent straight chain or branched chain saturated aliphatic 
radical having from 1 to 20 carbon atoms. Typical alkylenyl groups employed in 
compounds of the present invention are loweralkylenyl groups that have from 1 to about 6 
carbon atoms in their backbone. "Alkenyl" refers herein to straight chain, branched, or 
25 cyclic radicals having one or more double bonds and from 2 to 20 carbon atoms. 
"Alkynyl" refers herein to straight chain, branched, or cyclic radicals having one or more 
triple bonds and from 2 to 20 carbon atoms. 

"Loweralkoxy" as used herein refers to* RO- wherein R is loweralkyl. 
Representative examples of loweralkoxy groups include methoxy, ethoxy, f-butoxy, 
30 trifluoromethoxy and the like. 

"Cycloalkyl" refers to a mono- or polycyclic, heterocyclic or carbocyclic alkyl 
substituent. Typical cycloalkyl substituents have from 3 to S backbone (i.e., ring) atoms in 
which each backbone atom is either carbon or a heteroatom. The term "heterocycloalkyl" 
refers herein to cycloalkyl substituents that have from 1 to 5, and more typically from 1 to 
35 4 heteroatoms in the ring structure. Suitable heteroatoms employed in compounds of the 
present invention are nitrogen, oxygen, and sulfur. Representative heterocycloalkyl 
moieties include, for example, morpholino, piperazinyl, piperadinyl and the like. 
Carbocycloalkyl groups are cycloalkyl groups in which all ring atoms are carbon. When 
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used in connection with cycloalkyl substituents, the term "polycyclic" refers herein to 
fused and non-fused alkyl cyclic structures. 

"Halo" refers herein to a halogen radical, such as fluorine, chlorine, bromine or 
iodine. "Haloalkyl" refers to an alkyl radical substituted with one or more halogen atoms. 
The term "haloloweralkyl" refers to a loweralkyl radical substituted with one or more 
halogen atoms. The term "haloalkoxy" refers to an alkoxy radical substituted with one or 
more halogen atoms. The term "haloloweralkoxy" refers to a loweralkoxy radical 
substituted with one or more halogen atoms. 

"Aryl" refers to monocyclic and polycyclic aromatic groups having from 3 to 14 
backbone carbon or hetero atoms, and includes both carbocyclic aryl groups and 
heterocyclic aryl groups. Carbocyclic aryl groups are aryl groups in which all ring atoms 
in the aromatic ring are carbon. The term "heteroaryl" refers herein to aryl groups having 
from 1 to 4 heteroatoms as ring atoms in an aromatic ring with the remainder of the ring 
atoms being carbon atoms. When used in connection with aryl substituents, the term 
15 "polycyclic" refers herein to fused and non-fused cyclic structures in which at least one 
cyclic structure is aromatic, such as, for example, benzodioxozolo (which has a 

heterocyclic structure fused to a phenyl group, i.e. ? naphthyl, and the like. 

Exemplary aryl moieties employed as substituents in compounds of the present invention 

include phenyl, pyridyl, pyrimidinyl, thiazolyl, indolyl, imidazolyl, oxadiazolyl, tetrazolyl, 
20 pyrazinyl, triazolyl, thiophenyl, furanyl, quinolinyl, purinyl, naphthyl, benzothiazolyl, 

benzopyridyl, and benzimidazolyl, and the like. 

"Aralkyl" refers to an alkyl group substituted with an aryl group. Typically, aralkyl 

groups employed in compounds of the present invention have from 1 to 6 carbon atoms 

incorporated within the alkyl portion of the aralkyl group. Suitable aralkyl groups 
25 employed in compounds of the present invention include, for example, benzyl, picolyl, and 

the like. 

"Amino" refers herein to the group -NH 2 . The term "alkylamino" refers herein to 
the group -NRR 1 where R and R' are each independently selected from hydrogen or a lower 
alkyl. The term "arylamino" refers herein to the group -NRR' where R is aryl and R 1 is 
30 hydrogen, a lower alkyl, or an aryl. The term "aralkylamino" refers herein to the group - 
NRR 1 where R is a lower aralkyl and R' is hydrogen, a loweralkyl, an aryl, or a 
loweraralkyl. 

The term "arylcycloalkylamino" refers herein to the group, aryl-cycloalkyl-NH-, 
where cycloalkyl is a divalent cycloalkyl group. Typically, cycloalkyl has from 3 to 6 
35 backbone atoms, of which, optionally 1 to about 4 are heteroatoms. The term "aminoalkyl" 
refers to an alkyl group that is terminally substituted with an amino group. 
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The term "alkoxyalkyl" refers to the group -alk r O-alk 2 where alki is alkylenyl or 
alkenyl, and alk 2 is alkyl or alkenyl. The term "loweralkoxyalkyl" refers to an alkoxyalkyl 
where alki is loweralkylenyl or loweralkenyl, and alk 2 is loweralkyl or loweralkenyL The 
term "aryloxyalkyl" refers to the group -alkylenyl-O-aryl. The term "aralkoxy alkyl" refers 
to the group -alkylenyl-Oaralkyl, where aralkyl is a loweraralkyL 

The term "alkoxyalkylamino" refers herein to the group -NR-(alkoxylalkyl), where 
R is typically hydrogen, loweraralkyl, or loweralkyl. The term "aminoloweralkoxy alkyl" 
refers herein to an aminoalkoxyalkyl in which the alkoxyalkyl is a loweralkoxyalkyl. 

The term "aminocarbonyl" refers herein to the group -C(0)-NH 2 . "Substituted 
aminocarbonyl" refers herein to the group -C(0)-NRR f where R is loweralkyl and R f is 
hydrogen or a loweralkyl. The term "arylaminocarbonyl" refers herein to the group -C(O)- 
NRR 1 where R is an aryl and R 1 is hydrogen, loweralkyl or aryl. "aralkylaminocarbonyl" 
refers herein to the group -C(0)-NRR f where R is loweraralkyl and R 1 is hydrogen, 
loweralkyl, aryl, or loweraralkyl. 

"Aminosulfonyl" refers herein to the group -S(0) 2 -NH 2 . "Substituted 
aminosulfonyl" refers herein to the group -S(0) 2 -NRR' where R is loweralkyl and R is 
hydrogen or a loweralkyl. The term "aralkylaminosulfonlyaryl" refers herein to the group 
-aiyl-S(0) 2 -NH-aralkyl, where the aralkyl is loweraralkyl. 

"Carbonyl" refers to the divalent group -C(0)-. 

"Carbonyloxy" refers generally to the group -C(0)-0-,. Such groups include esters, 
-C(0)-0-R, where R is loweralkyl, cycloalkyl, aryl, or loweraralkyl. The term 
"carbonyloxycycloalkyl" refers generally herein to both an "carbonyloxycarbocycloalkyl" 
and an "carbonyloxyheterocycloalkyl", i.e., where R is a carbocycloalkyl or 
heterocycloalkyl, respectively. The term "arylcarbonyloxy" refers herein to the group - 
C(0)-0aryl, where aryl is a mono- or polycyclic, carbocycloaryl or heterocycloaryl. The 
term "aralkylcarbonyloxy" refers herein to the group -C(0)-0-aralkyl, where the aralkyl is 
loweraralkyl. 

The term "sulfonyl" refers herein to the group -S0 2 -. "Alkylsulfonyl" refers to a 
substituted sulfonyl of the structure -S0 2 R - in which R is alkyl. Alkylsulfonyl groups 
employed in compounds of the present invention are typically loweralkylsulfonyl groups 
having from 1 to 6 carbon atoms in its backbone structure. Thus, typical alkylsulfonyl 
groups employed in compounds of the present invention include, for example, 
methylsulfonyl (i.e., where R is methyl), ethylsulfonyl (i.e., where R is ethyl), 
propylsulfonyl (i.e., where R is propyl), and the like. The term "arylsulfonyl" refers herein 
to the group -S0 2 -aryl. The term "aralkylsulfonyl" refers herein to the group -S0 2 -aralkyl, 
in which the aralkyl is loweraralkyL The term "sulfonamido" refers herein to -S0 2 NH 2 . 

As used herein, the term "carbonylamino" refers to the divalent group -NH-C(O)- 
in which the hydrogen atom of the amide nitrogen of the carbonylamino group can be 
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replaced a loweralkyl, aryl, or loweraralkyl group. Such groups include moieties such as 
carbamate esters (-NH-C(O)-O-R) and amides -NH-C(0)-0-R, where R is a straight or 
branched chain loweralkyl, cycloalkyl, or aryl or loweraralkyl. The term 
"loweralkylcarbonylamino" refers to alkylcarbonylamino where R is a loweralkyl having 
from 1 to about 6 carbon atoms in its backbone structure. The term "arylcarbonylamino" 
refers to group -NH-C(0)-R where R is an aryl. Similarly, the term 
"aralkylcarbonylamino " refers to carbonylamino where R is a lower aralkyl. 

As used herein, the term "guanidino" or "guanidyl" refers to moieties derived from 
guanidine, H 2 N-C(=NH)-NH 2 . Such moieties include those bonded at the nitrogen atom 
carrying the formal double bond (the "2"-position of the guanidine, e.g., 
diaminomethyleneamino, (H 2 N) 2 C==NH-) and those bonded at either of the nitrogen atoms 
carrying a formal single bond (the "1-" and/or "3 "-positions of the guandine, e.g., 
H 2 N-C(=NH)-NH-). The hydrogen atoms at any of the nitrogens can be replaced with a 
suitable substituent, such as loweralkyl, aryl, or loweraralkyl. 

As used herein, the term "amidino" refers to the moieties R-C(=N)-NR'- (the 
radical being at the "N 1 " nitrogen) and R(NR')C=N- (the radical being at the "N 2 " 
nitrogen), where R and R' can be hydrogen, loweralkyl, aryl, or loweraralkyl. 

Compounds of the present invention can be readily synthesized using the methods 
described herein, or other methods, which are well known in the art. For example, the 
synthesis of pyrimidines having a wide variety of substituents is comprehensibly reviewed 
in D. J. Brown, "The Pyrimidines," vol. 54, Wiley (1994), which is incorporated herein by 
reference. The compounds described herein were synthesized using both solution-phase 
and resin-based (i.e., solid-phase) techniques. 

Pyrimidine based compounds of the present invention can be readily synthesized in 
solution by reaction of a carbonyl-containing derivative with N,N-dimethylformamide 
dimethyl acetal (DMFDMA). The intermediate enaminoketone that results is then reacted 
with a guanidine in the presence of an organic solvent and a suitable base such as sodium 
ethoxide, sodium methoxide, sodium hydroxide or cesium carbonate at various 
temperatures to give a pyrimidine. This method is generally described in Menozzi et al., J. 
Heterocyclic Chem^ 24:1669 (1987), P. Schenone et a l y J. Heterocyclic Chem ., 27:295 
(1990), R. Paul et al., J. Med. Chem., 36: 2716 (1993) and J. Zimmermann et al., Arch. 
Pharm^ 329:371 (1996), all of which are incorporated herein by reference. 

Carbonyl-containing starting reagents that are suitable for use in this reaction 
scheme include, for example, p-keto esters, alkyl aryl ketones, p-keto sulfones, a-nitro 
ketones, p-keto nitriles, desoxybenzoins, aryl heteroarylmethyl ketones, and the like. The 
carbonyl-containing starting reagents can either be purchased or synthesized using known 
methods. 
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For example, 0-keto esters can be readily synthesized by reaction of an acid 
chloride or other activated carboxylic acid with potassium ethyl malonate in the presence 
of triethylamine in accordance with the method described in RJ. Clay et al., Synthesis^ 
1992:290 (1992), which is incorporated herein by reference. Alternatively, the desired p- 
5 keto ester can be synthesized by deprotonating an appropriate methyl ketone with a 
suitable base such as sodium hydride, followed by condensation with diethylcarbonate in 
accordance with the method described in Sircar et al., J. Med. Chem. 9 28:1405 (1985), 
which is incorporated herein by reference. 

Likewise, p-keto sulfones and a-nitro ketones can be prepared using known 
10 methods, such as those described in N.S. Simpkins, "Sulphones in Organic Synthesis," 
Pergamon (1993) (0-keto sulfones) and M. Jung et al, J. Org. Chern., 52:4570 (1987) (a- 
nitro ketones), both of which are incorporated herein by reference. P-keto nitriles can be 
readily prepared by reaction of an a-halo ketone with sodium or potassium cyanide. 

When the substrate is a doubly activated carbonyl compound (e.g., P-keto ester, 0- 
15 keto sulfone, p- keto nitrile, and the like) the first condensation is typically conducted with 
a small excess of DMFDMA in a solvent such as THF at 70-80°C for several hours. This 
method is described in more detail in Example 25 hereiribelow (i.e., "Solution Method 
A"). 

When a mono-activated substrate such as a methyl ketone is involved, DMFDMA 
20 is often used as the solvent at a higher temperature (90-100°C) for a longer period of time 
(e.g., overnight). After completion of the condensation reaction, the solvent and excess 
DMFDMA are removed in vacuo. The resulting solid or oil is dissolved in an appropriate 
solvent and heated with an equimolar amount of the guanidine and base. This method is 
described in more detail in Example 60 hereinbelow (i.e., "Solution Method B"). 
25 When esters are formed, alkaline or acidic hydrolysis of the resulting pyrimidine 

yields the corresponding carboxylic acid. This acid can then be further coupled to various 
alcohols or amines to provide a variety of ester or amide derivatives. 

Guanidines employed in the synthesis of invention compounds can be purchased or, 
alternatively, synthesized by reacting the corresponding amine with a guanidino transfer 
4 30 reagent, such as, for example, benzotriazole carboxamidinium 4-methylbenzenesulfonate. 
This guanidino transfer reagent is described in A.R. Katritzky et al., 1995, Synthetic 
Communicatiorts, 25:1173 (1995), which is incorporated herein by reference. Thus, for 
example, benzotriazole carboxamidinium 4-methylbenzenesulfonate can be reacted in 
equimolar quantity with an amine and one equivalent of diisopropyl ethyl amine (DIEA) in 
35 acetonitrile at room temperature overnight to yield guanidinium 4-methylbenzenesulfonate 
upon addition of diethyl ether. Amines containing a nitrogen heterocyclic aryl can be 
prepared by nucleophilic substitution of a halo-substituted nitrogen heterocyclic aryl with 
an appropriate diamine, such as, for example, ethylenediamine or propylenediamine. 
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These diamines are particularly suitable for use as reaction solvents at reaction 
temperatures in the range of about 25°C to 125°C. The preparation of specialized amines 
is noted in the Examples provided herein. 

Other known synthesis methods can be used to prepare compounds of the present 
invention. For example, 5-aryl 2-aminopyrimidine can be prepared by reacting a guanidine 
with a vinamidinium salt, in accordance with the method described in R.M. Wagner and C. 
Jutz, Chem. Berichte, p. 2975 (1971), which is incorporated herein by reference. Ibis 
method is illustrated in Example 67 hereinbelow (i.e.,"Solution Method C"). 

Similarly, 4-anilo-2-chloropyrimidine can be prepared by reacting aniline with 2,4- 
dichloropyrimidine. Likewise, an aniline can be treated with a 2,4-dicWoropyrimidine to 
give the 4-anilo-2-chloropyrimidine. Further substitution with a second amine gives 2- 
amino-4-anilinopyrimidine. 

In addition to solution-phase synthesis methods, solid-support (including resin- 
based) synthesis methods can also be used to synthesize compounds of the present 
invention, especially for parallel and combinatorial synthesis methodologies. For example, 
the synthesis of tetra-substituted pyrimidines may begin with the loading of an aromatic 
carboxylic acid aldehyde, such as, for example, 4-formyl benzoic acid, to the amino group 
of a suitable resin, such as, for example, Rink amide resin (Novabiochem, San Diego, 
California) ("Resin Method A" which is described in more detail in Example 2). 
Knoevenagel condensation of a P-keto ester gives an unsaturated intermediate that can be 
condensed with l//-pyrazole- 1 -carboxamidine hydrochloride (Aldrich) in the presence of a 
suitable base (e.g., potassium carbonate). The intermediate dihydropyrimidine can then be 
oxidized to the resin bound pyrimidine with 2,3-dichloro-5,6-dicyano-l,4-benzoquinone 
(DDQ) in benzene. Finally, substitution of the pyrazolo moiety by heating with an amine 
in 1-methylpyrrolidone (NMP) or other suitable solvent is followed by acidolytic cleavage 
to give the desired pyrimidine. This synthesis method can be used to generate pyrimidines 
with a substituent in the 4~position of the pyrimidine ring. 

Resin Method B, which is described in detail in Example 3, can be used to 
synthesize pyrimidines in which the 6-position is unsubstituted. A hydroxymethyl-resin, 
such as commercially available Sasrin resin (Bachem Biosciences, King of Prussia, 
Pennsylvania), is treated with triphenylphosphine dibromide in dichloromethane to convert 
the hydroxymethyl group on the resin to a bromomethyl group, as generally described in K. 
Ngu et al., Tetrahedron Letters, 38:973 (1997), which is incorporated herein by reference. 
The bromine is then displaced by reaction with a primary amine in NMP (at room 
temperature or 70-8O°C). The amine is then coupled with the appropriate aromatic 
compound containing an acetyl group. The coupling can be carried out with PyBOP® 
(Novabiochem, San Diego, California), and 4-me^hylmorpholine in NMP. 
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Resin Method B can also be used to incorporate an amino acid residue into the 
resulting pyrimidine. For example, amino resin can be coupled to a 9-fluorenyl- 
methoxycarbonyl (FMOC)-protected amino acid using standard peptide synthesis 
conditions and methods. Further coupling with 4-acetylbenzoic acid followed by reaction 
5 with N,N-dimethylformamide dimethyl acetal and cyclization with a guanidine produces a 
pyrimidine derivative having an amino acid residue incorporated within it. 

Pyrimidines having e.g., a carboxamidophenyl group at position 6 and hydrogen at 
position 5 can be prepared from an amino (i.e., -NH2)-containing resin such as Rink amide 
resin (Novabiochem, San Diego, California). This method is described in more detail in 
1 0 Example 1 0 hereinbelow ("Resin Method C"). 

Compounds of the present invention can also be prepared according to Resin 
Method D 5 to produce 2,4-diaminopyrimidines. Resin-bound amine is reacted with a 2,4- 
dicMoropyrimidine to give a resin-bound 6-amino-2-chloropyrimidine. The resin-bound 
amine can be derived from any suitable primary amine; however, anilines generally are not 
15 suitable. Displacement with a second amine and cleavage of the product from the resin 
gives a 2,4-diaminopyrimidine. For the second displacement, primary or secondary amines 
that may contain other functional groups, such as unprotected hydroxy groups, are suitable. 
The resulting dichloropyrimidine may be further substituted, for example, with an ester 
group at the 5-position. A 2,6-dichloropyridine can be used instead of 2,4- 
20 dichloropyrimidine to produce a 2,6-diaminopyridine. This scheme is described in more 
detail in Examples 17-19 hereinbelow. 

Resin Method E can be used to produce a 2,6-diaminopyridine. The method is 
analogous to Resin Method D except that a 2,6-dichloropyridine is used as the electrophile 
and the final product is a 2,6-diaminopyridine. Resin Method E is described in more detail 
25 in Examples 20-21 hereinbelow. 

Resin Method F can be used to synthesize 5-amino substituted compounds of the 
present invention. Resin-bound amine is reacted with a halomethyl aryl ketone. The 
resulting resin- bound aminomethyl ketone is then treated with DMFDMA (neat) followed 
by cyclization with a guanidine to give the 2,5-diamino-6-arylpyrimidine. Resin Method F 
30 is described in more detail in Example 22, hereinbelow. 

Resin Method G, which is described in more detail in Example 23, can be used to 
synthesize compounds of the present invention having a carboxyl group at the 5-position. 

GSK3 inhibitor compounds of the present invention can be purified using known 
methods, such as, for example, chromatography, crystallization, and the like. 
35 Compounds of the present invention preferably exhibit inhibitory activity that is 

relatively substantially selective with respect to GSK3, as compared to at least one other 
type of kinase. As used herein, the term "selective" refers to a relatively greater potency 
for inhibition against GSK3, as compared to at least one other type of kinase. Preferably, 
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GSK3 inhibitors of the present invention are selective with respect to GSK3, as compared 
to at least two other types of kinases. Kinase activity assays for kinases other than GSK3 
are generally known. See e.g., Havlicek et al., J, Med. Chem., 40:408-12 (1997), 
incorporated herein by reference. GSK3 selectivity can be quantitated according to the 
following: GSK3 selectivity = IC 50 (other kinase) + IC 50 (gsks), where a GSK3 inhibitor is 
selective for GSK3 when IC 50 (other kinase) > IC 50 (gsk3>- Thus, an inhibitor that is selective for 
GSK3 exhibits a GSK3 selectivity of greater than 1-fold with respect to inhibition of a 
kinase other than GSK3. As used herein, the term "other kinase" refers to a kinase other 
than GSK3. Such selectivities are generally measured in the cell-free assay described in 
Example 265. 

Typically, GSK3 inhibitors of the present invention exhibit a selectivity of at least 
about 2-fold (i.e., IC50 (other kinase) -=- IC50 (GSK3)) for GSK3, as compared to another kinase 
and more typically they exhibit a selectivity of at least about 5-fold. Usually, GSK3 
inhibitors of the present invention exhibit a selectivity for GSK3, as compared to at least 
one other kinase, of at least about 10-fold, desirably at least about 100-fold, and more 
preferably, at least about 1000-fold: 

GSK3 inhibitory activity can be readily detected using the assays described herein, 
as well as assays generally known to those of ordinary skill in the art Exemplary methods 
for identifying specific inhibitors of GSK3 include both cell-free and cell-based GSK3 
kinase assays. A cell-free GSK3 kinase assay detects inhibitors that act by direct 
interaction with the polypeptide GSK3, while a cell-based GSK3 kinase assay may identify 
inhibitors that function by direct interaction with GSK3 itself, or by other mechanisms, 
including, for example, interference with GSK3 expression or with post-translational 
processing required to produce mature active GSK3 or alteration of the intracellular 
localization of GSK3. 

In general, a cell-free GSK3 kinase assay can be readily carried out by: (1) 
incubating GSK3 with a peptide substrate, radiolabeled ATP (such as, for example, y 33 P- or 
y 32 P-ATP, both available from Amersham, Arlington Heights, Illinois), magnesium ions, 
and optionally, one or more candidate inhibitors; (2) incubating the mixture for a period of 
time to allow incorporation of radiolabeled phosphate into the peptide substrate by GSK3 
activity; (3) transferring all or a portion of the enzyme reaction mix to a separate vessel, 
typically a microtiter well that contains a uniform amount of a capture ligand that is 
capable of binding to an anchor ligand on the peptide substrate; (4) washing to remove 
unreacted radiolabeled ATP; then (5) quantifying the amount of 33 P or 32 P remaining in 
each well. This amount represents the amount of radiolabeled phosphate incorporated into 
the peptide substrate. Inhibition is observed as a reduction in the incorporation of 
radiolabeled phosphate into the peptide substrate. 
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Suitable peptide substrates for use in the cell free assay may be any peptide, 
polypeptide or synthetic peptide derivative that can be phosphorylated by GSK3 in the 
presence of an appropriate amount of ATP. Suitable peptide substrates may be based on 
portions of the sequences of various natural protein substrates of GSK3, and may also 
5 contain N-terminal or C-terminal modifications or extensions including spacer sequences 
and anchor ligands. Thus, the peptide substrate may reside within a larger polypeptide, or 
may be an isolated peptide designed for phosphorylation by GSK3. 

For example, a peptide substrate can be designed based on a subsequence of the 
DNA binding protein CREB, such as the SGSG-linked CREB peptide sequence within the 

10 CREB DNA binding protein described in Wang et aL, Anal Biochem., 220:397-402 
(1994), incorporated herein by reference. In the assay reported by Wang et al., the C- 
terminal serine in the SXXXS motif of the CREB peptide is enzymatically 
prephosphorylated by cAMP-dependent protein kinase (PKA), a step which is required to 
render the N-terminal serine in the motif phosphorylatable by GSK3. As an alternative, a 

15 modified CREB peptide substrate can be employed which has the same SXXXS motif and 
which also contains an N-terminal anchor ligand, but which is synthesized with its C- 
terminal serine prephosphorylated (such a substrate is available commercially from Chiron 
Technologies PTY Ltd., Clayton, Australia). Phosphorylation of the second serine in the 
SXXXS motif during peptide synthesis eliminates the need to enzymatically phosphorylate 

20 that residue with PKA as a separate step, and incorporation of an anchor ligand facilitates 
capture of the peptide substrate after its reaction with GSK3. 

Generally, a peptide substrate used for a kinase activity assay may contain one or 
more sites that are phosphorylatable by GSK3, and one or more other sites that are 
phosphorylatable by other kinases, but not by GSK3. Thus, these other sites can be 

25 prephosphorylated in order to create a motif that is phosphorylatable by GSK3. The term 
"prephosphorylated" refers herein to the phosphorylation of a substrate peptide with non- 
radiolabeled phosphate prior to conducting a kinase assay using that substrate peptide. 
Such prephosphorylation can conveniently be performed during synthesis of the peptide 
substrate. 

30 The SGSG-linked CREB peptide can be linked to an anchor ligand, such as biotin, 

where the serine near the C terminus between P and Y is prephosphorylated. As used 
herein, the term "anchor ligand" refers to a ligand that can be attached to a peptide 
substrate to facilitate capture of the peptide substrate on a capture ligand, and which 
functions to hold the peptide substrate in place during wash steps, yet allows removal of 

35 unreacted radiolabeled ATP. An exemplary anchor ligand is biotin. The term "capture 
ligand" refers herein to a molecule which can bind an anchor ligand with high affinity, and 
which is attached to a solid structure. Examples of bound capture ligands include, for 
example, avidin- or streptavidin-coated microtiter wells or agarose beads. Beads bearing 
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capture ligands can be further combined with a scintillant to provide a means for detecting 
captured radiolabeled substrate peptide, or scintillant can be added to the captured peptide 
in a later step. 

The captured radiolabeled peptide substrate can be quantitated in a scintillation 
5 counter using known methods. The signal detected in the scintillation counter will be 
proportional to GSK3 activity if the enzyme reaction has been run under conditions where 
only a limited portion (e.g., less than 20%) of the peptide substrate is phosphorylated. If an 
inhibitor is present during the reaction, GSK3 activity will be reduced, and a smaller 
quantity of radiolabeled phosphate will thus be incorporated into the peptide substrate. 
10 Hence, a lower scintillation signal will be detected. Consequently, GSK3 inhibitory 
activity will be detected as a reduction in scintillation signal, as compared to that observed 
in a negative control where no inhibitor is present during the reaction. This assay is 
described in more detail in Example 265 hereinbelow. 

A cell-based GSK3 kinase activity assay typically utilizes a cell that can express 
15 both GSK3 and a GSK3 substrate, such as, for example, a cell transformed with genes 
encoding GSK3 and its substrate, including regulatory control sequences for the expression 
of the genes. In carrying out the cell-based assay, the cell capable of expressing the genes 
is incubated in the presence of a compound of the present invention. The cell is lysed, and 
the proportion of the substrate in the phosphorylated form is determined, e.g., by observing 
20 its mobility relative to the unphosphorylated form on SDS PAGE or by determining the 
amount of substrate that is recognized by an antibody specific for the phosphorylated form 
of the substrate. The amount of phosphorylation of the substrate is an indication of the 
inhibitory activity of the compound, i.e., inhibition is detected as a decrease in 
phosphorylation as compared to the assay conducted with no inhibitor present. GSK3 
25 inhibitory activity detected in a cell-based assay may be due, for example, to inhibition of 
the expression of GSK3 or by inhibition of the kinase activity of GSK3. 

Thus, cell-based assays can also be used to specifically assay for activities that are 
implicated by GSK3 inhibition, such as, for example, inhibition of tau protein 
phosphorylation, potentiation of insulin signaling, and the like. For example, to assess the 
30 capacity of a GSK3 inhibitor to inhibit Alzheimer's-like phosphorylation of microtubule- 
associated protein tau, cells may be co-transfected with human GSK3P and human tau 
protein, then incubated with one or more candidate inhibitors. Various mammalian cell 
lines and expression vectors can be used for this type of assay. For instance, COS cells 
may be transfected with both a human GSK3p expression plasmid according to the 
35 protocol described in Stambolic et aL, 1996, Current Biology 6:1664-68, which is 
incorporated herein by reference, and an expression plasmid such as pSG5 that contains 
human tau protein coding sequence under an early SV40 promoter. See also Goedert et aL, 
EMBO J., 8:393-399 (1989), which is incorporated herein by reference. Alzheimer's-like 
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phosphorylation of tau can be readily detected with a specific antibody such as, for 
example, AT8, which is available from Polymedco Inc. (Cortlandt Manor, New York) after 
lysing the cells. This assay is described in greater detail in the examples, hereinbelow. 

Likewise, the ability of GSK3 inhibitor compounds to potentiate insulin signaling 
by activating glycogen synthase can be readily ascertained using a cell-based glycogen 
synthase activity assay. This assay employs cells that respond to insulin stimulation by 
increasing glycogen synthase activity, such as the CHO-HIRC cell line, which 
overexpresses wild-type insulin receptor (-100,000 binding sites/cell). The CHO-HIRC 
cell line can be generated as described in Moller et aL, J. Biol Chem., 265:14979-14985 
(1990) and Moller et aL, Mol Endocrinol, 4:1183-1191 (1990), both of which are 
incorporated herein by reference. The assay can be carried out by incubating serum- 
starved CHO-HIRC cells in the presence of various concentrations of compounds of the 
present invention in the medium, followed by cell lysis at the end of the incubation period. 
Glycogen synthase activity can be detected in the lysate as described in Thomas et aL, 
Anal Biochem., 25:486-499 (1968). Glycogen synthase activity is computed for each 
sample as a percentage of maximal glycogen synthase activity, as described in Thomas et 
al., supra, and is plotted as a function of candidate GSK3 inhibitor concentration. The 
concentration of candidate GSK3 inhibitor that increased glycogen synthase activity to half 
of its maximal level (i.e., the EC 5 o) can be calculated by fitting a four parameter sigmoidal 
curve using routine curve fitting methods that are well known to those having ordinary skill 
in the art. This is described in more detail in Example 266, hereinbelow. 

GSK3 inhibitors can be readily screened for in vivo activity such as, for example, 
using methods that are well known to those having ordinary skill in the art For example, 
candidate compounds having potential therapeutic activity in the treatment of type 2 
diabetes can be readily identified by detecting a capacity to improve glucose tolerance in 
animal models of type 2 diabetes. Specifically, the candidate compound can be dosed 
using any of several routes prior to administration of a glucose bolus in either diabetic mice 
(e.g. KK, db/db, ob/ob) or diabetic rats (e.g. Zucker Fa/Fa or GK). Following 
administration of the candidate compound and glucose, blood samples are removed at 
preselected time intervals and evaluated for serum glucose and insulin levels. Improved 
disposal of glucose in the absence of elevated secretion levels of endogenous insulin can be 
considered as insulin sensitization and can be indicative of compound efficacy. A detailed 
description of this assay is provided in the examples, hereinbelow. 

The compounds of the present invention can be used in the form of salts derived 
from inorganic or organic acids. These salts include but are not limited to the following: 
acetate, adipate, alginate, citrate, aspartate, benzoate, benzenesulfonate, bisulfate, butyrate, 
camphorate, camphorsulfonate, digluconate, cyclopentanepropionate, dodecylsulfate, 
ethanesulfonate, glucoheptanoate, glycerophosphate, hemisulfate, heptanoate, hexanoate, 



WO 02/20495 



-33- 



PCT/US01/42081 



fumarate, hydrochloride, hydrobromide, hydroiodide, 2-hydroxyethanesulfonate, lactate, 
maleate, methanesulfonate, nicotinate, 2-napthalenesulfonate, oxalate, pamoate, pectinate, 
sulfate, 3-phenylpropionate, picrate, pivalate, propionate, succinate, tartrate, thiocyanate, 
p-toluenesulfonate and undecanoate. Also, the basic nitrogen-containing groups can be 
quaternized with such agents as loweralkyl halides, such as methyl, ethyl, propyl, and butyl 
chloride, bromides, and iodides; dialkyl sulfates like dimethyl, diethyl, dibutyl, and diamyl 
sulfates, long chain halides such as decyl, lauryl, myristyl and stearyl chlorides, bromides 
and iodides, aralkyl halides like benzyl and phenethyl bromides, and others. Water or oil- 
soluble or dispersible products are thereby obtained. 

Examples of acids which may be employed to form pharmaceutically acceptable 
acid addition salts include such inorganic acids as hydrochloric acid, sulphuric acid and 
phosphoric acid and such organic acids as oxalic acid, maleic acid, succinic acid and citric 
acid. Basic addition salts can be prepared in situ during the final isolation and purification 
of the compounds of formula (I), or separately by reacting carboxylic acid moieties with a 
suitable base such as the hydroxide, carbonate or bicarbonate of a pharmaceutically 
acceptable metal cation or with ammonia, or an organic primary, secondary or tertiary 
amine. Pharmaceutically acceptable salts include, but are not limited to, cations based on 
the alkali and alkaline earth metals, such as sodium, lithium, potassium, calcium, 
magnesium, aluminum salts and the like, as well as nontoxic ammonium, quaternary 
ammonium, and amine cations, including, but not limited to ammonium, 
tetramethylammonium, tetraethylammonium, methylamine, dimethylamine, 
trimethylamine, triethylamine, ethylamine, and the like. Other representative organic 
amines useful for the formation of base addition salts include diethylamine, 
ethylenediamine, ethanolamine, diethanolamine, piperazine and the like. 

Compounds of the present invention can be administered in a variety of ways 
including enteral, parenteral and topical routes of administration. For example, suitable 
modes of administration include oral, subcutaneous, transdermal, transmucosal, 
iontophoretic, intravenous, intramuscular, intraperitoneal, intranasal, subdural, rectal, and 
the like. 

In accordance with other embodiments of the present invention, there is provided a 
composition comprising GSK3-inhibitor compound of thie present invention, together with 
a pharmaceutically acceptable carrier or excipient. 

Suitable pharmaceutically acceptable excipients include processing agents and drug 
delivery modifiers and enhancers, such as, for example, calcium phosphate, magnesium 
stearate, talc, monosaccharides, disaccharides, starch, gelatin, cellulose, methyl cellulose, 
sodium carboxymethyl cellulose, dextrose, hydroxypropyl-p-cyclodextrin, 
polyvinylpyrrolidinone, low melting waxes, ion exchange resins, and the like, as well as 
combinations of any two or more thereof. Other suitable pharmaceutically acceptable 
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excipients are described in "Remington's Pharmaceutical Sciences," Mack Pub. Co., New 
Jersey (1991), incorporated herein by reference. 

Pharmaceutical compositions containing GSK-3 inhibitor compounds of the present 
invention may be in any form suitable for the intended method of administration, 
including, for example, a solution, a suspension, or an emulsion. Liquid carriers are 
typically used in preparing solutions, suspensions, and emulsions. Liquid carriers 
contemplated for use in the practice of the present invention include, for example, water, 
saline, pharmaceutically acceptable organic solvent(s), pharmaceutically acceptable oils or 
fats, and the like, as well as mixtures of two or more thereof. The liquid carrier may 
contain other suitable pharmaceutically acceptable additives such as solubilizers, 
emulsifiers, nutrients, buffers, preservatives, suspending agents, thickening agents, 
viscosity regulators, stabilizers, and the like. Suitable organic solvents include, for 
example, monohydric alcohols, such as ethanol, and polyhydric alcohols, such as glycols. 
Suitable oils include, for example, soybean oil, coconut oil, olive oil, safflower oil, 
cottonseed oil, and the like. For parenteral administration, the carrier can also be an oily 
ester such as ethyl oleate, isopropyl myristate, and the like. Compositions of the present 
invention may also be in the form of microparticles, microcapsules, liposomal 
encapsulates, and the like, as well as combinations of any two or more thereof. 

The compounds of the present invention may be administered orally, parenterally, 
sublingually, by inhalation spray, rectally, or topically in dosage unit formulations 
containing conventional nontoxic pharmaceutically acceptable carriers, adjuvants, and 
vehicles as desired. Topical administration may also involve the use of transdermal 
administration such as transdermal patches or ionophoresis devices. The term parenteral as 
used herein includes subcutaneous injections, intravenous, intramuscular, intrasternal 
injection, or infusion techniques. 

Injectable preparations, for example, sterile injectable aqueous or oleaginous 
suspensions may be formulated according to the known art using suitable dispersing or 
wetting agents and suspending agents. The sterile injectable preparation may also be a 
sterile injectable solution or suspension in a nontoxic parenterally acceptable diluent or 
solvent, for example, as a solution in 1,3-propanediol. Among the acceptable vehicles and 
solvents that may be employed are water, Ringer's solution, and isotonic sodium chloride 
solution. In addition, sterile, fixed oils are conventionally employed as a solvent or 
suspending medium. For this purpose , any bland fixed oil may be employed including 
synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid find use in the 
preparation of injectables. 

Suppositories for rectal administration of the drug can be prepared by mixing the 
drug with a suitable nonirritating excipient such as cocoa butter and polyethylene glycols 
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that are solid at ordinary temperatures but liquid at the rectal temperature and will therefore 
melt in the rectum and release the drug. 

Solid dosage forms for oral administration may include capsules, tablets, pills, 
powders, and granules. In such solid dosage forms, the active compound may be admixed 
5 with at least one inert diluent such as sucrose lactose or starch. Such dosage forms may 
also comprise, as is normal practice, additional substances other than inert diluents, e.g., 
lubricating agents such as magnesium stearate. In the case of capsules, tablets, and pills, 
the dosage forms may also comprise buffering agents. Tablets and pills can additionally be 
prepared with enteric coatings. 

10 Liquid dosage forms for oral administration may include pharmaceutical^ 

acceptable emulsions, solutions, suspensions, syrups, and elixirs containing inert diluents 
commonly used in the art, such as water. Such compositions may also comprise adjuvants, 
such as wetting agents, emulsifying and suspending agents, cyclodextrins, and sweetening, 
flavoring, and perfuming agents. 

15 In accordance with yet other embodiments, the present invention provides methods 

for inhibiting GSK3 activity in a human or animal subject, said method comprising 
administering to a subject an amount of a GSK3 inhibitor compound having the structure 
(I), (IV) or (V) (or composition comprising such compound) effective to inhibit GSK3 
activity in the subject. Other embodiments provided methods for treating a cell or a GSK3- 

20 mediated disorder in a human or animal subject, comprising administering to the cell or to 
the human or animal subject an amount of a compound or composition of the invention 
effective to inhibit GSK3 activity in the cell or subject. Preferably, the subject will be a 
human or non-human animal subject. Inhibition of GSK3 activity includes detectable 
suppression of GSK3 activity either as compared to a control or as compared to expected 

25 GSK3 activity. 

Effective amounts of the compounds of the invention generally include any amount 
sufficient to detectably inhibit GSK3 activity by any of the assays described herein, by 
other GSK3 kinase activity assays known to those having ordinary skill in the art or by 
detecting an alleviation of symptoms in a subject afflicted with a GSK3 -mediated disorder. 

30 GSK3-mediated disorders that may be treated in accordance with the invention 

include any biological or medical disorder in which GSK3 activity is implicated or in 
which the inhibition of GSK3 potentiates signaling through a pathway that is 
characteristically defective in the disease to be treated. The condition or disorder may 
either be caused or characterized by abnormal GSK3 activity. Representative GSK3- 

35 mediated disorders include, for example, type 2 diabetes, Alzheimer's disease and other 
neurodegenerative disorders, obesity, atherosclerotic cardiovascular disease, essential 
hypertension, polycystic ovary syndrome, syndrome X, ischemia, especially cerebral 
ischemia, traumatic brain injury, bipolar disorder, immunodeficiency, cancer and the like. 
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Successful treatment of a subject in accordance with the invention may result in the 
inducement of a reduction or alleviation of symptoms in a subject afflicted with a medical 
or biological disorder to, for example, halt the further progression of the disorder, or the 
prevention of the disorder. Thus, for example, treatment of diabetes can result in a 
reduction in glucose or HbAlc levels in the patient. Likewise, treatment of Alzheimer's 
disease can result in a reduction in rate of disease progression, detected, for example, by 
measuring a reduction in the rate of increase of dementia. 

The amount of active ingredient that may be combined with the carrier materials to 
produce a single dosage form will vary depending upon the host treated and the particular 
mode of administration. It will be understood, however, that the specific dose level for any 
particular patient will depend upon a variety of factors including the activity of the specific 
compound employed, the age, body weight, general health, sex, diet, time of 
administration, route of administration, rate of excretion, drug combination, and the 
severity of the particular disease undergoing therapy. The therapeutically effective amount 
for a given situation can be readily determined by routine experimentation and is within the 
skill and judgment of the ordinary clinician. 

For purposes of the present invention, a therapeutically effective dose will generally 
be from about 0.1 mg/kg/day to about 100 mg/kg/day, preferably from about 1 mg/kg/day 
to about 20 mg/kg/day, and most preferably from about 2 mg/kg/day to about 10 
mg/kg/day of a GSK3 inhibitor compound of the present invention, which may be 
administered in one or multiple doses. 

The compounds of the present invention can also be administered in the form of 
liposomes. As is known in the art, liposomes are generally derived from phospholipids or 
other lipid substances. Liposomes are formed by mono- or multilamellar hydrated liquid 
crystals that are dispersed in an aqueous medium. Any non-toxic, physiologically 
acceptable and metabolizable lipid capable of forming liposomes can be used. The present 
compositions in liposome form can contain, in addition to a compound of the present 
invention, stabilizers, preservatives, excipients, and the like. The preferred lipids are the 
phospholipids and phosphatidyl cholines (lecithins), both natural and synthetic. Methods 
to form liposomes are known in the art. See, for example, Prescott, Ed., Methods in Cell 
Biology, Volume XIV, Academic Press, New York, N.W., p. 33 et seq (1976). 

While the compounds of the invention can be administered as the sole active 
pharmaceutical agent, they can also be used in combination with one or more other agents 
used in the treatment of disorders. Representative agents useful in combination with the 
compounds of the invention for the treatment of type 2 diabetes include, for example, 
insulin, troglitazone, rosiglitazone, pioglitazone, glipizide, metformin, sulfonylurea, 
acarbose, and the like. Representative agents useful in combination with the compounds of 
the invention for the treatment of Alzheimer's disease include, for example, donepezil, 
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tacrine and the like. Representative agents useful in combination with the compounds of 
the invention for the treatment of bipolar disease include, for example, lithium salts, 
valproate, carbamazepine and the like. A representative agent useful in combination with 
the compounds of the invention for the treatment of stroke is, for example, tissue 
5 plasminogen activator. 

When additional active agents are used in combination with the compounds of the 
present invention, the additional active agents may generally be employed in therapeutic 
amounts as indicated in the PHYSICIANS' DESK REFERENCE (PDR) 53 rd Edition (1999), 
which is incorporated herein by reference, or such therapeutically useful amounts as would 

10 be known to one of ordinary skill in the art. 

The compounds of the invention and the other therapeutically active agents can be 
adniinistered at the recommended maximum clinical dosage or at lower doses. Dosage 
levels of the active compounds in the compositions of the invention may be varied so as to 
obtain a desired therapeutic response depending on the route of administration, severity of 

15 the disease and the response of the patient. The combination can be ad^ninistered as 
separate compositions or as a single dosage form containing bom agents. When 
aciministered as a combination, the therapeutic agents can be formulated as separate 
compositions that are given at the same time or different times, or the therapeutic agents 
can be given as a single composition. 
20 The foregoing and other aspects of the invention may be better understood in 

connection with the following representative examples. 

JL. 
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EXAMPLES 

Example 1 

Characterization and Purification Methods 
Compounds of the present invention were characterized by high performance liquid 
5 chromatography (HPLC) using a Waters Millennium chromatography system with a 2690 
Separation Module (Milford, Massachusetts). The analytical columns were Alltima C-18 
reversed phase, 4.6 x 250 mm from Alltech (Deerfield, Illinois). A gradient elution was 
used, typically starting with 5% acetonitrile/95% water and progressing to 100% 
acetonitrile over a period of 40 minutes. All solvents contained 0.1% trifluoroacetic acid 
10 (TFA). Compounds were detected by ultraviolet light (UV) absorption at either 220 or 254 
nm. HPLC solvents were from Burdick and Jackson (Muskegan, Michigan), or Fisher 
Scientific (Pittsburgh, Pennsylvania). In some instances, purity was assessed by thin layer 
chromatography (TLC) using glass- or plastic-backed silica gel plates, such as, for 
example, Baker-Flex Silica Gel 1B2-F flexible sheets. TLC results were readily detected 
15 visually under ultraviolet light, or by employing well known iodine vapor and other 
various staining techniques. 

Mass spectrometric analysis was performed on a Fisons VG Electrospray Mass 
Spectrometer. All masses are reported as those of the protonated parent ions. 

Nuclear magnetic resonance (NMR) analysis was performed with a Varian 300 
20 MHz NMR (Palo Alto, California). The spectral reference was either TMS or the known 
chemical shift of the solvent. Some compound samples were run at elevated temperatures 
(i.e. 75°C) to promote increased sample solubility: 

The purity of some of the invention compounds was assessed by elemental analysis 
(Desert Analytics, Tucson, Arizona) 
25 Melting points were determined on a Laboratory Devices Mel-Temp apparatus 

(Holliston, Massachusetts), 

Preparative separations were carried out using either a Flash 40 chromatography 
system and KP-Sil, 60 A (Biotage, Charlottesville, Virginia), a Chromatotron radial 
chromatography device (Harrison Research, Palo Alto, California), or by HPLC using a C- 
30 18 reversed phase column. Typical solvents employed were dichloromethane, methanol, 
ethyl acetate and triethyl amine. 
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Example 2 

Solid Phase Synthesis of Pyrimidine Compounds 
(Resin Method A) 

. Step A: Knoevenagel Condensation 

A suspension of benzaldehyde-bound resin (lg, 0.52 mmol) in 8 ml of 1:1 
alcohokdioxane was treated with 2.2 mole 0-ketoester arid 1.3 mmol an amine, e.g., 
piperidine. The reaction mixture was shaken for 20 hours at room temperature and the 
resin was then filtered and washed with 4 x 10 ml dichloromethane (DCM). 

Step B: Cyclization and Oxidation to the Pyrimidine Nucleus 

The product from Step A (100 mg, 0.052 mmol) was combined with 0.26 mmol of 
the pyrazole carboxamidine hydrochloride and 0.13 mmol NaHC0 3 in 1 ml N- 
methylpyrrolidinone. The reaction mixture was shaken at 70°C for 24 hours. Following 
cooling, the reaction was washed successively with water, methanol, DMF, methylene 
chloride and ether, then dried. Cleavage of a small amount of resin indicated that the 
desired dihydropyrimidine was present in high yield. 

The dried resin was then taken up in THF and 1.1 eq. of dicyanodichloroquinone 
(DDQ) was added. The resulting slurry was stirred for 0.5 hours at which time the resin 
was washed with DMF, 10% Na 2 HC0 3 , H 2 0, dimethylformamide (DMF), methanol 
(MeOH), methylene chloride and ether, then dried. Cleavage of a small amount of this 
resin with trifluoroacetic acid/methylene chloride indicated the presence of a pyrimidine in 
high yield. 

Step C: Amine Displacement and Release from the Solid Support 

A suspension of the pyrimidine (50 mg, 0.026 mmol) in 0.75 ml NMP was treated 
with 1 mmol of an amine and 0.26 mmol acetic acid. The reaction mixture was shaken at 
80°C for 24-48 hours. Following cooling, the resin was washed 4x each with methanol, 
DMF, and methylene chloride. The resin was then dried and a solution of 5% 
trifluoroacetic acid in methylene chloride was added. The resin was shaken for 2 hours, 
then filtered and washed 3x with methylene chloride. The combined filtrates were 
concentrated, taken up in 1 :1 water/acetonitrile and lyophilized to dryness. 

The following compounds of the present invention were prepared according to 
Resin Method A using the ketoester and amine identified in parentheses: 

Ethyl 4-(4-c^bamoylphenyl)-6-ethyl-2-({2-[(5-nitro(2-pyridyl))amino]ethyl^ 
amino)pyrimidine-5-carboxylate (from ethyl 3-oxo-valerate and 2-(2-aminoethylamino)-5- 
nitropyridine (dehydration of this compound using trifluoracetic anhydride yielded ethyl 4- 
(4-cyanophenyl)-6-ethyl-2-( {2-[(5-nitro(2-pyridyl)amino]ethyl} amino)pyrimidine-5- 
carboxylate) 
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Ethyl 4-(4-carbamoylphenyl)-2-({2-[5-nitro(2-pyridyl))amino]ethyl}a 
pyridyl)pyrimidine-5-carboxylate (from ethyl 3-(4-pyridyl)-3-oxopropionate and 2-(2- 
aminoethylamino)-5~iutropyridine) 

Ethyl 4-(4-carbamoylphenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}aim 
5 nitrophenyl)pyrimidine-5-carboxylate (from ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 
2-(2-aminoethylamino)-5-nitropyridine) 

Example 3 . 
Solid Phase Synthesis of Pyrimidine Compounds: 
(Resin Method B) 

10 Step 1: Sasrin resin (Bachem Biosciences, 5.0 g, nominal substitution L02 

mmol/g) was shaken with triphenylphosphine dibromide (2.3 g) in dry dichloromethane 
(60-70 ml) for 4 hours at room temperature. All solvents and glassware used to carry out 
this reaction were dry. The resin was washed well with dichloromethane. 

Step 2: The resin from Step 1 was then reacted with a primary amine (0.5-1 M) in 

15 1-methylpyrrolidone (NMP) at 70-80°C for 3-5 hours to produce an aminomethyl resin, 
which was used immediately after preparation. The resin was then thoroughly washed 
with dimethylsulfoxide (DMSO) (or DMF) and dichloromethane, then dried in vacuo at 
room temperature. 

Step 3: After drying, the resin was coupled overnight with 4-acetylbenzoic acid 
20 using benzotriazole-l-yl-oxy-tris-pyrollidino-phosphonium hexafluorophosphate (PyBop®, 
which is available from Novabiochem, San Diego, California), 4-methylmorpholine and 
NMP in accordance with the method described in Example 10 (i.e., "Resin Method C") 
(except that cleavage of the product from the resin was carried out under more strongly 
acidic conditions, i.e., typically 20-100% trifluoroacetic acid (TFA) in DCM (e.g., 60% 
25 TFA in DCM)). 

Other types of resin having a pendant CH2OH group can also be used in carrying 
out this method such as, for example, Wang resin (Novabiochem, San Diego, California). 
It is also possible to load the primary amine onto a solid support by other methods such els, 
for example, reductive amination of a solid supporTcontaining an aldehyde. 
30 Examples 4-9 describe the synthesis of compounds of the present invention 

pursuant to Resin Method B. 

Example 4 

Synthesis of N- { (3-bromophenyl)methyl1 {4-r2-({3-r(5-nitro(2- 
pyridyDaminolpropyl) amino)pyrimidin-4-yl1phenyl} carboxamide 
35 Stepl: A solution of 2-chloro-5-nitropyridine (3.16 g, 20 mmol) in dry acetonitrile 

(40 ml) was added drppwise to a solution of 1,3-diaminopropane (5.0 ml) in acetonitrile 
(20 ml) at room temperature. After 7.5 hour, a yellow solid precipitated in the reaction 
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25 



mixture. The solvent was removed in vacuo and the residue was partitioned between 2.5 
M aqueous sodium hydroxide and dichloromethane. The layers were separated and the 
aqueous portion was extracted 3x with dichloromethane. The combined organic layers 
were back-extracted with a saturated sodium chloride solution, then dried and concentrated 
5 in vacuo using a Buchi rotary evaporator Model R-124 to give (3-aminopropyl)(5-nitro(2- 
pyridyl))amine as a yellow solid (2.55 g). The amine (1.14 g, 6 mmol) was shaken with 
benzotriazole carboxamidinium 4-methyIbenzenesulfonate (2.0 g, 6 mmol) and 
diisopropylethyl amine (DIEA) (1.05 ml, 6 mmol) in acetonitrile (10 ml) at room 
temperature over two days. Dilution with ether gave the amino- {3-[(5-nitro(2- 
10 Pyridyl))ainmo]propyl}carboxanndim.um4-memylben2enesn^ 

Step 2: Sasrin resin (10 g) was shaken with triphenylphosphine dibromide (4.5 g) 
in dry dichloromethane (ca. 80 ml) at room temperature for 4 hours. The resin was washed 
well with dichloromethane and air-dried briefly. The air-dried resin was divided into 6 
equal portions. One portion was heated at 70°C for 4 hours with a solution of 3- 
bromobenzylamine (8 mmol) in NMP (12 ml). The resin was washed well with DMF and 
dichloromethane and dried overnight in vacuo at room temperature. The dried resin was 
then shaken with a solution of PyBop® (3.12 g, 6 mmol), 4-acetylbenzoic acid (1.0 g, 6 
mmol), and 4-methylmorphoIine (12 mmol) in NMP (12 ml) at room temperature 
overnight. The resin was washed with DMF, DMSO and dichloromethane and briefly air- 
dried. The resin was then heated with N,N-dimethylformamide dimethylacetal (10 ml) at 
95°C for 9 hours. After cooling, the resin was washed with dichloromethane and dried in 
vacuo at room temperature. The resin (80 mg) was then reacted with . 100 mg of the 
guanidine prepared in Step 1 plus cesium carbonate (160 mg) with NMP (2 ml) at 95°C 
overnight, followed by cleavage with 60% TFA in dichloromethane to give N-{(3- 

bromophenyl)memyl]{4-[2-({3-[(5-mfro(2-pyridyl)animo]propyl}ammo)pyr^ 
yfjphenyl} carboxamide. 

HPLC: 25.31 min (98% pure); MS: MJT^ 562/564 (1 Br); C 26 H 24 N 7 Br0 3 = 561/563 
g/mol. 
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20 



30 



35 



Example 5 

Synthesis of N-IQ-brom ophenvDmethyl] (4-f2-f f2-r(5-cyanof2- 
pyridyl)animole&vl)anim o)pvrm^^ 
Step 1: 6-CMoronicotinitrile (2.0 g) was treated with ethylenediamine (5 ml). The 
mixture was then heated at 50°C for 22 hours. Excess ethylenediamine was removed by 
rotary evaporation. The residue was partitioned between 2.5 M aqueous sodium hydroxide 
and dichloromethane. The aqueous layer was extracted 4x more with dichloromethane. 
The combined organic layers were washed with a saturated sodium chloride solution, dried 
and then concentrated in vacuo to give 6-[(2-ammoemyl)ammo]pyridine-3-carbonitrile as 
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an amber liquid which solidified upon standing. The amine (0.97 g, 6 nunol) was shaken 
overnight with benzotriazole carboxamidinium 4-methylbenzenesulfonate (2.0 g 5 6 mmol) 
and DIEA (1.05 ml, 6 mmol) in acetonitrile (10 mil). Addition of ether gave amino {2-[(5- 
cyano(2-pyridyl)amino]ethyl} carboxamidinium 4-methylbenzenesulfonate as a white 
5 solid. 

Step 2: The guanidine from Step 1 (120 mg) was reacted with the resin prepared as 
in Example 4, Step 2 (80 mg) in the presence of cesium carbonate (160 mg) in NMP (2 ml) 
at 90°C overnight. Treatment of the resin with 60% TFA in dichloromethane gave the title 
compound. 
10 HPLC: 23.70 min (98% purity) 

MS: MH + = 528/530 (1 Br) C 2 6H22N 7 BrO= 527/529 g/mole 

Example 6 

Synthesis of N-r(3-methoxvphenyl)methyn {442-( (24(5-nitro(2- 
pyridyl))amino1ethyl)amino)pyrimidin-4-yl1phenyl) carboxamide 

15 Step 1: 2-(2-aminoethylamino)-5-nitropyridine (Aldrich Chemical Co., 

Milwaukee, Wisconsin) (L08 g, 6 mol) was shaken with benzotriazole carboxamidinium 
4-methylbenzenesulfonate (2.0 gm, 6 mmol) and DIEA (1.05 ml, 6 mmol) in a mixture of 
acetonitrile (10 ml) and DMF ( 3 ml) at room temperature overnight. Addition of ether 
gave amino[2-[(5-nitro(2-pyridyl)amino]ethyl} carboxamidinium 4-methylbenzene- 

20 sulfonate as light orange crystals. 

Step 2: The Sasrin resin was prepared as described in Step 2 of Example 3. The 
resin (500 mg) was heated with a solution of 3-methoxybenzylamine (600 jxl) in NMP (6 
ml) at 70°C for 4 hours. The resin was then washed with DMF and dichloromethane and 
then shaken with a solution of PyBop® (1.04 g, 2 mmol), 4-acetylbenzoic acid (0.33 g, 2 

25 mmol), 4-methylmorpholine (4 mmol) in NMP (6 ml) at room temperature overnight. A 
small aliquot of the resin was treated with 20% TFA in dichloromethane to give the 
intermediate, (4-acetylphenyl)-N-[(3-methoxyphenyl)methyl]carboxamide (HPLC: 23.94 
min (97%); MS; MH + = 284 (as required)). The resin was then heated at 95°C for 7 hours 
in DMFDMA (5 ml). 

30 After heating, the resin was washed with dichloromethane, then dried in vacuo. 

Dried resin (120 mg) was reacted with 120 mg of the guanidine prepared in Step 1 plus 

cesium carbonate (160 mg) in NMP (2 ml) overnight at 90°C. Cleavage with 20% TFA in 

dichloromethane gave the title compound. 

HPLC: 22.32 min (85% pure) 
35 MS:MH^500 C26H25N7O4 = 499 g/mole 
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Example 7 

Synthesis of 4-(2- { \3 -(4-nitroimidazolyl)propyl1 amino > pyriinidin-4-vl)phenol 
Step 1: 4-Nitroimidazole (5.0 g, 44 mol) in DMF:THF (1:1 (v/v), 40 ml) was 
treated at room temperature with 60% NaH (2.2 g). When hydrogen evolution had ceased, 
5 3-bromopropylphthalimide (11.79 g, 44 mmol) was added, followed by heating at 70°C 
overnight. The mixture was cooled, diluted with dichloromethane and carefully quenched 
with water. At this point the solid product precipitated out to give 2-[3-(4- 
nitroimida2X)lyl)propyl]isoindoline-l,3-dione as a white solid, 8.85 g. The solid was 
refluxed with methanol (60 ml) and anhydrous hydrazine (4 ml) overnight. The mixture 

10 was cooled to 4°C, then filtered. The filtrate was concentrated to dryness, then partitioned 
between dichloromethane and 2.5 M aqueous sodium hydroxide. The organic layer was 
washed with saturated sodium chloride solution, dried and concentrated in vacuo to give 3- 
(4-nitroimidazolyl)propylamine as an orange syrup, 2.24 g. The amine, 1.18 g was treated 
with benzotriazole carboxamidinium 4-methylbenzenesulfonate (2.2 g) and DIEA (1.5 ml) 

15 in acetonitrile (8 ml) with shaking at room temperature overnight. Addition of ether gave 
amino [3 -(4-nitroimidazolyl)propyl] carboxamidinium 4-methylbenzenesulfonate as a beige 
solid. 

Step 2: The Sasrin resin (prepared according to Example 3, Step 2) (2.5 g) was 
heated at 80°C with 4-hydroxyacetophehone (700 mg) and cesium carbonate (600 mg) in 

20 NMP (10 ml) for 24 hours. The resin was then washed with DMF, water, DMF and 
dichloromethane and dried in vacuo. The dried resin was then heated overnight with 
DMFDMA (10 ml) at 105°C. The resin was cooled, filtered and washed well with 
dichloromethane and dried in vacuo. The dried resin (100 mg) was then treated with 100 
mg of the guanidine prepared in Step 1, 200 mg of cesium carbonate and .3 ml of NMP at 

25 105°C for 66 h. The resin was washed with DMSO, acetic acid, water, DMSO and 
dichloromethane, then shaken with 100% TFA for 1 h, and filtered. The filtrate was 
concentrated in vacuo and lyophilized to give the title compound. 
HPLC: 16.85 min (75% purity) 
MS: MH + = 341 C 16 H 16 N 6 0 3 = 340 g/mol 

30 Example 8 

Synthesis of 4-r2-({2-F(5-mtro(2-pyridyl))am^^ 

yllphenol 

Bromomethyl sasrin resin (prepared according to Example 3, Step 2), 0.9 g, was 
heated with benzyl 4-hydroxyphenyl ketone (1.06 g, 5 mmol) and cesium carbonate (1.6 g) 
35 in NMP (8 ml) at 80°C overnight The resin was washed serially with DMF, water, DMF 
and dichloromethane and dried in vacuo. The dried resin was heated with DMFDMA (8 
ml) at 100°C overnight. After cooling the resin was filtered and washed well with 
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dichloromethane, then dried in vacuo. The resin (75 mg) was then reacted with 100 mg of 
amino {2-[(5-nitro(2-pyridyl))amino]ethyl} carboxamidinium 4-methylbenzenesulfonate 
and 200 mg of cesium carbonate in NMP (2 ml) at 104°C for 64 hours. The resin was then 
washed with DMSO, acetic acid, water, DMSO. and dichloromethane. The resin was 
5 shaken with 100% TFA at room temperature (1 h). The resin was filtered and the filtrate 
concentrated in vacuo „ then lyophilized to give the title compound. 
HPLC: 22.53 min (95% purity) 
MS:MH + =429 C 23 H 2 oN 6 0 3 = 428 g/mol 

Example 9 

10 Synthesis of r(3-Bromophenyl)methyl1({4-r2-( {2-r(5-nitro(2- 

pyridyl))amino1 ethyl} amino)pyrimidine-4-yl1phenyl} sulfonypamine 
Step 1 : Sasrin resin (500 mg) substituted with m-bromobenzylamine (according to 
Step 1 of Example 3) was treated with 4-acetylbenzenesulfonyl chloride (1.1 g, 5 mmol) 
and DIEA (1.22 ml, 7 mmol) in dichloromethane (10 ml) with shaking at room temperature 
15 for 0.5 hours. Then 4-dimethylaminopyridine (122 mg, 1 mmol) was added, followed by 
shaking overnight at room temperature. The resin was washed well with DMF and 
dichloromethane, then heated with DMFDMA (10 mL) at 95°C overnight. The resin was 
washed well with dichloromethane and dried in vacuo at room temperature. 

Step 2: The resin prepared in Step 1 (70 mg) was treated with amino[2-[(5-nitro(2- 
20 pyridyl)amino]ethyl}carboxamidinium 4-methylbenzenesulfonate (100 mg) and cesium 
carbonate (160 mg) in NMP 2 ml) at 95°C overnight. The resin was serially washed with 
DMSO, acetic acid, water, DMSO, dichloromethane and then treated with 60% TFA in 
dichloromethane at room temperature for 0.5 hours. The resin was filtered off and the 
filtrate was concentrated in vacuo and lyophilized to give the title compound. 
25 HPLC; 26.62 min (100% purity) 

MS: MH* = 584/586 C 2 4H22N7Br0 4 S - 583/585 g/mol (1 Br) 
The following additional compounds were similarly synthesized according to Resin 
Method B by varying the guanidine used: 

4-(2- {[2-(4-nitrophenyl)ethyl]ainino}pyiinidin^-yl)benzanciide 

30 4- {2-[(2-(2-pyridyl)ethyl)amino]pyrimidin-4-yl}benzamide 

4-{2-[(4-pyridylmethyl)amino]pyrimidin-4-yl}benzamide 

4-[2-({2-[(5-nitro-2-pyridyI)amino]ethyl}amino)pyrimidin-4-yl]b 

4-(2- { [2-(pyrimidm-2-ylammo)ethyl]am 

4- {2-[(3-imidazol-5-ylethyl)amino]^ 
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4-(2- {[2-(benzothiazol-2-ylamiiio)^ 

4- {2-[(2- {[5-(trifluoromethyl)-2-pyridyl]amino} ethyl)amino]pyrimidin-4-yl}benzamide 

4-[2-({2-[(5-cyano-2-pyridyl)amino]ethyl}amino)pyriim 

4- {2-[(2- {[5-(aminothioxomethyl)-2-pyridyI]amin 
yl}benzamide 

4-(2- {[(3-bromophenyl)methyl]airdno}pyrimidin 

4-[2-( { [4-(4-fluorophenyl)phenyl]methyl} amino)pyrimidin-4-yl]boi2amide 

4- {2-[4-berizylpiperazmyl]p 

4<2-{[(5-methylpyrazin-2-yl)^ 

4- {2-[(3-iirddazolylpropyl)amino]pyriinidm 

4-{2-[(2,2-diphenylethyl)amino^ 

4-[2-( { [3-(trij3uoromethyl)phenyl]methyl} amino)pyrimidin-4-yl]benzamide 

4-(2- {[(3-iri1xophenyl)methyl]a^ 

4- {2-[(naph1hylmetbyl)amino]pyrinudm 

4~(2-{[(4~bromophenyl)methyl]^ 

4-(2- {[(3,5-dichlorophenyl)methyl]amino}pyrimidin-4-y 

4-(2-{[(3-methoxyphenyl)me^ 

4-[2-( { [3-(3-methoxyphenyl)phenyl]methyl} amino)pyrimidin-4-yl]benzamide 
4-[2-( { [3-(3-aminophenyl)phenyl]methyl> amino)pyrimidin-4-yl]benzamide 
4 ~ {2-[( {3-[3-(acetylamino)phenyl]pheny^ 

4"[2-( { [4-(3-aminophenyl)phenyl]mefliyl} amiho)pyriiiudin-4-yl]benzamide 
4 -(2-{[(3-cWorophenyl)methyl]amino}pyriim 

4-(2- { [(2,4-dichlorophenyl)methyl]amino }pyriirddin-4-yl)benzamide 

4-(2-{[(3-methylphenyl)methyl]^ 

4-(2- {[(3 3 4-dimethoxyphenyl)m^ 

4-[2-( {[4-(trifluorometiiyl)phenyl]methyl} amino)pyrimidin-4-yl]benzamide 
4-(2-{[(4-methoxyphenyl)methyl]amino}pyriinidin-4-yI^^ 
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4-(2- { [(4-aminophenyl)methyl] amino } pyrimidin-4-yl)b enzamide 
4- [2-( { [3 ,5-bis(trifluoromethyl)phenyl]methyl } amino)pyrirnidin-4-yl]ben2^inide 
4- {2-[4-(2-methoxyphenyl)piperazinyl]pyrimidin^ 
4- {2-[( {3-[3-(trifluoromethyl)phe^^ 
5 4-(2- {[2-(3-methoxyphenyl)ethyl]amm^ 

4-(2- { [2-(4-fluorophenyl)ethyl] amino } pyrimidih-4-yl)benzamide 
4-(2-{[(3,4 5 5-trimethox^ 

{4-[2-( {2-[(4-ainino-5-cyanopyrimidin-2-yl)amino]ethyl} amino)pyrimidin-4-yl]phenyl} - 
N-[(3 -bromophenyl)methyl] carboxamide 

1 0 4-[2-( {2-[(4-amino-5-cyanopyrimidin-2-yl)amino]ethyl} an^o)pyrimidin-4-yl]benzamide 

4-[2-( {3-[(5-nitro-2-pyridyl)amino]propyl} amino)pyrimidin-4-yl]benzamide 

4-(2- {[(4-cyanophenyl)methyl]amino}py^ 

4- {2-[(2-phenylpropyl)amino]pyrim 

4- {2-[(2-phenoxyethyl)ainino]pyrimidin-4-yl}benzamide 
1 5 4-(2- {[2-(2,5-dimethoxyphenyl)ethyl]amino}pyrimidin-4-yl)b 

4-(2- { [(2,6-dimethoxyphenyl)methyl] amino } pyrinridin-4-yl)benzamide 

4-(2-{[2-(2-methox>^henyl)ethyl]amino}pyrimidin-4-yl)benzamid 

4-{2-[(4-phenylbutyl)aiiiino]pyrimidin-4-yl}benzamide 

4- {2-[(2-(2H-benzo[3 ? 4-d] 1 ? 3-dioxolen-5-yl)ethyl)amino]pyrimidin-4-yl}benzamide 
20 4-(2- { [2 -(3 -chlorophenyl)ethyl] amino } pyrimidin-4-yl)benzamide 
4-(2-{[2-(2,3-dimethoxyphenyl)ethyl^ 
4- {2-[(3-phenoxypropyl)amino]pyrimidin-4-yl}benzamide 
4-(2- {[3-(4-cUorophenoxy)propyl]amm^ 

4-(2-{ [3 -(4-methoxyphenoxy)propyl] amino } pyrimidin-4-yl)b enzamide 
25 4-(2- {[3-(3-methoxyphenoxy)propyl] 

4-(2- { [3 -(3 -bromophenoxy)propyl]amino }pyrimidm-4-yl)benzarnide 
4-(2-{[3-(2,4-dicMorophenoxy)propyl]am^^ 
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4-[2-( {3 -[3 -(trifluoromethyl)phenoxy]propyl } amino)pyximi din-4-yl]berizamide 
4-(2- { [3 -(3 -methylphenoxy)propyl] amino } pyrimidin-4-yl)benzamide 
4-(2- { [3 -(4-phenylimidazolyl)propyl] amino } pyrimidin-4-yl)benzamide 
4-(2- { [3 -(5 ,6-dicMorobenzimidazolyl)propyl]amino } pyrinridin-4-yl)benzamide 
5 4-(2-{[3-(3,4-dicMorophenoxy)propyl]amm^ 

4-(2- { [3 -(5 ,6-dimethylbenzimidazolyl)propyl] amino } pyrimidin-4-yl)benzamide 
4- {2-[(3-(6-quinolyloxy)propyl)amino]pyi±m 
4- {2-[(3-naphthyloxypropyl)amino]pyri^ 
4-(2- { [3-(3-phenylphenoxy)propyl]amino}pyri^ 
10 4-(2- { [3 -(4-nitroimidazolyl)propyl] amino } pyrinridin-4-yl)benzamide 

4-(2- { [3 -(4 9 5-dichloroimidazolyl)propyl]amino }pyrimidin-4-yl)benzamide 
4-{2-[(3-benzimidazolylpropyl)amino]^ 

4-[2-( {3 -[4-(2 3 4-dichlorophenyl)imidazolyl]propyl} amino)pyrimidin-4-yl]benzamide 
4-[2-( {3-[4-(3-methoxyphenyl)imidazolyl]propyl} amino)pyrimidin-4-yl]benzamide 

15 Example 10 

Solid Phase Synthesis of Pyridine Compounds 
(Resin Method C) 

Rink amide resin (Novabiochem, San Diego, CA, nominally 0.46 mmol/g 
substitution) was deprotected with 20% v/v piperidine in DMF (ca. 60 ml, 0.5 hours, room 

20 temperature). The resin was washed thoroughly with DMF and dichloromethane, then 
treated with 4-acetylbenzoic acid (8 mmol), PyBOP® (8 mmol, Novabiochem), 4- 
methylmorpholine (12 mmol) and NMP (50 ml) for 8.5hours at room temperature on a 
wrist shaker. The resin was washed with DMF arid dichloromethane, air dried, and then 
divided into 3 portions. Each portion was treated with N,N-dimethylformamide dimethyl 

25 acetal (ca. 12 ml) with heating at 105°C overnight (ca. 13 hours). The reactions were 
allowed to cool and the resin was washed with dichloromethane, then dried in vacuo at 
room temperature. 

For the synthesis of pyrimidines, typically 100 mg of the above dried resin was 
mixed with 200-300 mg of anhydrous cesium carbonate, 80-200 mg (most usually 100 mg) 
30 of the appropriate guanidine as its tosylate salt and 2-3 ml of NMP. This mixture was 
heated at 90- 105°C for at least 12 hours. In many cases the reactions were allowed to 
proceed for about 65 hours at this temperature. The resin was cooled, filtered and washed 
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with DMSO, glacial acetic acid, water, DMSO and finally dichloromethane. The product 
was removed by treatment of the resin with 95:5 v/v dichloromethane/TFA for 0.5-1 hours 
at room temperature. The resin was then filtered, washed with dichloromethane and the 
filtrates were concentrated on a rotary evaporator. An aliquot was withdrawn for HPLC 
5 analysis and the rest of the sample was lyophilized twice from a 1:1 acetonitrilerwater 
solvent mixture, which usually gave the pyrimidine as a fluffy solid. 

Examples 11-16 describe the synthesis of compounds of the present invention 
pursuant to Resin Method C. 

Example 1 1 

10 Synthesis of 4-(2-{r2-(2-pyridylammo)ethyl1am 

2-(2-Aminoethylamino)pyridine (prepared from 2-chloropyridine and 
ethylenediamine in accordance with the method described in T. Mega et al., 1988, Bull . 
Chem . Soc. Japan 61:4315, which is incorporated herein by reference) (6 mmol) was 
treated with benzotriazole carboxamidinium 4-methylbenzenesulfonatesuIfonate (2.0 g, 6 

15 mmol) and DIEA (1.05 ml, 6 mmol) in anhydrous acetonitrile (10 ml) for 65 hours. Ether 
(ca. 10 ml) was then added to this mixture. After 8 hours the white solid amino[2-(2- 
pyridylamino)ethyl]carboxamidinium 4-methylbenzenesulfonate was filtered off and dried 
in vacuo. The resulting guanidine (200 mg) was reacted with 100 mg of resin (21 hours, 
90°C) according to the method described in Example 10 (Resin method C), to give the title 

20 compound. 

HPLC: 1 1.20 min (97% pure) 

MS: MH*=335 C 18 H 18 N 6 0 = 334 g/mol 

Example 12 

Synthesis of 4-(2-{r2-(2-qiiinolylamino)ethyl1amino>- 

25 pyrimidin-4-yl)benzamide 

. 2-Chloroquinoline (7.0 g) was heated at 120°C under argon with ethylenediamine 
(50 ml) for 6 hours. The excess ethylenediamine was removed by rotary evaporation (oil 
pump). The residue was taken up in 2.5 M aqueous sodium hydroxide and extracted 6 
times with dichloromethane. The combined organic layers were washed with a small 

30 portion of saturated aqueous NaCl, dried over Na2SC>4 and concentrated in vacuo. A 
portion of the viscous product, 0.55 g (3 mmol) was treated with benzotriazole 
carboxamidinium 4-methylbenzenesulfonate (1.0 g, 3 mmol), DIEA (0.78 ml, 4.5 mmol) 
and acetonitrile (8 ml) with shaking at room temperature overnight. Precipitation with 
ether gave amino[2-(2-quinolylamino)ethyl]carboxamidinium 4-methylbenzenesulfonate. 

35 The resulting guanidine (200 mg) was reacted (21 hours, 90°C) with 100 mg of resin 
according to the method described in Example 10 (i.e., Resin method C) to give the title 
compound. 
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HPLC: 12.04 min (95% pure) 

MS: MH + =385 C22H 20 N 6 O= 384 g/mol 

Example 13 

Synthesis of 4-f2-({2-r6-methoxy-2-pvridvl)amino1- 
etfayl) amino)pyrimidin^ylTbenzarQide 
2-CMoro-6-methoxypyridine (5.0 g). was heated with ethylenediamine (30 ml) at 
120°C overnight The excess ethylenediamine was removed by rotary evaporation. The 
residue was dissolved in a small volume of 2.5 M aqueous sodium hydroxide and extracted 
thoroughly with dichloromethane. The combined organic layers were washed with 
saturated aqueous sodium chloride, dried over sodium sulfate and concentrated in vacuo to 
give (2-aminoethyl)(6-methoxy(2-pyridyl)amine as an orange syrup. The amine (2.58 g) 
was treated with benzotriazole carboxamidinium 4-methylbenzenesulfonate (0.86 g) and 
DEEA (0.45 mmol) in acetonitrile (6 ml) and stirred overnight at room temperature. 
Trituration with ether gave the guanidine, amino- {2-[(6-methoxy(2-pyridyI))amino]ethyl} 
carboxamidinium 4-methylbenzenesulfonate, as an oil. The oily guanidine (200 mg) was 
reacted with 100 mg of resin according to Resin Method C (90°C, overnight) to give the 
title compound. 

HPLC: 11.84 min (85% purity) 

MS: MH^ 365 C^o^C^ 364 g/mol 

Example 14 

Synthesis of 4- { 2-\ (3-Benzimidazolylpropyl)amino1- 
pyrimidin-4-yl}benzamide 
Benzimidazole (2.4 g, 20 mmol) in dry THF (40 ml) was treated at room 
temperature with 60% NaH in oil (0.96 g). After hydrogen evolution ceased, 3- 
bromopropylphthalimide (5.36 g, 20 mmol) was added and the mixture heated at 80°C 
overnight The reaction was cooled, diluted with dichloromethane and water and then 
extracted twice with 5% aqueous potassium carbonate solution. The organic layer was 
dried over sodium sulfate and concentrated in vacuo to give a beige solid, 4.1 g. The solid 
was dissolved in methanol (60 ml) and treated with anhydrous hydrazine (4.0 ml), 
followed by refluxing for 4 hours. The mixture was then cooled to 4°C for several hours, 
then filtered. The filtrate was concentrated in vacuo. The residue was partitioned between 
dichloromethane and 2.5 M aqueous sodium hydroxide. The organic layer was washed 
with saturated sodium chloride solution, dried over sodium sulfate and concentrated in 
vacuo to give 3-benzimidazolylpropyl amine as a pale pink oil, 1.1 g. This amine (1.03 g, 
6 mmol) was reacted with benzotriazole carboxamidinium 4-methylbenzenesulfonate (2.0. 
g, 6 mmol) and DEEA (1.39 ml) in acetonitrile (8 ml) overnight at room temperature to 
give amino(3-benzintidazolylpropyl)carboxamidinium 4-methylbenzenesulfonate which 
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was obtained as a beige solid after repeated trituration with ether. The guanidine (100 mg) 
was reacted ) (65 hours, 105°C) with 100 mg of resin in accordance with the method 
described in Example 10 (i.e., Resin Method C) to give the title compound. 
HPLC: 12.12 min (95% purity) 
MS:MH + =373 C 21 H 2 oN 6 0= 372 g/mol 

Example 15 

Synthesis of 4-{24(3-(2-napthyloxy)propyl)amino1- 
pyrimidin-4-yl)benzamide 
2-Naphthol (2.9 g, 20 mmol) in dry THF (40 ml) was treated with 60% NaH 
suspension (0.96 g) at room temperature. After hydrogen evolution ceased, 3- 
bromopropylphthalimide (5.36 g, 20 mmol) was added and the mixture was heated at 80°C 
overnight The reaction was cooled, diluted with ethyl acetate and water. The layers were 
separated and the aqueous layer extracted 3 times with ethyl acetate. The combined 
organic layers were then extracted 5 times with 5% aqueous potassium carbonate, dried 
over sodium sulfate and concentrated in vacuo. The crude product (observed as a single 
spot by TLC) was taken up in methanol (60 ml), treated with anhydrous hydrazine (4 ml) 
and refluxed for 3.5 hours. The mixture was cooled to 4°C for several hours, then filtered. 
The filtrate was concentrated to dryness, then partitioned between dichloromethane and 2.5 
M aqueous sodium hydroxide. The organic layer was washed with saturated sodium 
chloride solution, dried and concentrated in vacuo to give 3-(2-naphthyloxy)propyl amine 
as a beige solid, 1.14 g. The amine (1.14 g, 5.7 mmol) was treated with benzotriazole 
carboxamidinium 4-methylbenzenesulfonate (1.89 g, 5.7 mmol) and DIEA (1.39 ml) in a 
mixture of acetonitrile (8 ml) and DMF (2 ml) with shaking at room temperature overnight. 
Precipitation with ether gave ainino(3-(2-naph1ikyloxy)propyl)carboxamidiniiun 4- 
methylbenzenesulfonate as a white crystalline solid. This guanidine (100 mg) was reacted 
(65 hours, 105°C) with resin (100 mg) in accordance with the method described in 
Example 10 (i.e., Resin Method C) to give the title compound. 
HPLC: 22.52 min (95% purity) 
MS:MH + =399 C24H22N4O2 = 398 g/mol 

Example 16 

Synthesis of N-( 1 -carbamoyl-2-phenylethyl)(4- {2- {(2-(2-pyridyl)ethyl)amino~l- 
pyrimidin-4-yl > phenypcarboxamide 
This Example provides a variation of Resin Method C in which the pyrimidine is 
linked to an a-amino acid residue. 

Step 1: Rink amide resin (1.5 g) was deprotected with 20% piperidine in DMF (1 x 
0.5 hours). The resin was washed well with DMF and then treated with FMOC (L)- 
phenylalanine (5.0 mmol), 1-hydroxybenzotriazole (5.0 mmol) and 
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dnsopropylc^odiimide (5.0 mmol) in DMF (10 ml) with shaking at room temperature for 
2 hours. The resin was washed with DMF and then treated with 20% piperidine in DMF (1 
x 30 min). The resin was washed well with DMF and then treated with PyBOP® (5 mmol), 
4-methylmorpholine (8 mmol) and 4-acetylbenzoic acid (5 mmol) in NMP (10 ml). After 
5 hours at room temperature, a negative ninhydrin test indicated completion of the 
reaction. The resin was washed with DMF and dichloromethane, air-dried and then heated 
with DMFDMA at 110°C overnight The resin was then washed well with 
dichloromethane and dried in vacuo at room temperature. 

Step 2: The resin prepared in Step 1(150 mg) was treated with amino(2-(2- 
pyridyl)ethyl)caiboxamidinium 4-methylbenzenesulfonate (200 mg) and cesium carbonate 
(160 mg) in NMP (2 ml) at 85°C overnight. The resin was washed with DMF and 
dichloromethane and then treated with 5% TFA in dichloromethane. The resin was filtered 
off and the filtrate concentrated and lyophilized to give the title compound. 

HPLC: 15.08 min (95% purity) 

MS: MH+ = 467 C 27 H26N 6 02 = 466 g/mol 

The following additional compounds were analogously synthesized according to 
Resin Method C by varying the guanidine used: 

N-benzyl(4- {2-[(2-(2-pyridyl)eth^ 

benzyl {[4-(2- {[2-(2-pyridylamino)ethyl]amino}pyrimidin-4-y 

{4^2-( {2-[(5-mtro(2-pyridyl))amm 
benzylcarboxamide 

{^[2-({2-[(6-amino-5-mtro(2-pyri 
benzylcarboxamide 

N-[(4-fluorophenyl)methyl] {4-^ 
4-yl]phenyl} carboxamide 

N-[(3-bromophenyl)methyl] ^ 
4-yl]phenyl} carboxamide 

N-(2-methoxyethyl){4-[2-({2-[(5-n^ 
yl]phenyl} carboxamide 

N-(naphthylmethyl){4-[2-({2-[(5-^^ 
yl]phenyl} carboxamide 

{4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} -N- {[3- 
(trifluoromethyl)phenyl]methyl} caAoxamide 

{4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl}-N-(2- 
phenylethyl)carboxamide 
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N-[(4-methoxyphenyl)methyl] {4-[2-( {2-[(5-nitro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

. N-[(3-methoxyphenyl)methyl] {4-[2-({2-[(5-rdtro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

5 {4-[2-( {2-[(5-nitro(2-pyridyl))anvino] ethyl} aroiiio)pyrimidin-4--yl]pheiiyl} -N-(oxolan-2- 
ylmethyl)carboxamide 

N«[(5-methylpyra2in-2-yl)methyl] {4-[2-({2-[(5-nitro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

N-(2,2-diphenylethyl) {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4- 
10 yl]phenyl} carboxamide 

{4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl^ -N-(4- 
piperidylmethyl)carboxamide 

N-[2-(2,4-dichlorophenyl)ethyl] {4-[2-({2-[(5-nitro(2- 

pyridyl))amino]ethyl}amino)pyrimidin-4-yl]ph . 

1 5 {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)p3oimidin-4-yl]phenyl} -N-(3- 
pyridylmethyl)carboxamide 

N-(3-imidazolylpropyl) {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyi±midin-4- 
yl]phenyl} carboxamide 

{4-[2-({2-[(5-nitro(2-pyridyl))ami^ 
20 thienylmethyl)carboxamide 

{4-[2-( {2-[(5-mtro(2-pyridyl))aimno]ethyl} amino)pyrimidin-4-yl]phenyl}-N-[(3- 
nitrophenyl)methyl] carboxamide 

N-[(3-methylphenyl)methyl] {4-[2-( {2-[(5-mtro(2-pyridyl))ainino]ethyl} amino)pyrimidin- 
4-yl]phenyl} carboxamide 

25 {4-[2-({2-[(5Hnitro(2-pyridyl))amm^ 

sulfamoylphenyl)methyl] carboxamide 

{4-[2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} -N- [(3 - 
bromophenyl)methyl] carboxamide 

N-[(3,5-dichlorophenyl)methyl] {4-[2-({2-[(5-nitro(2- 
30 pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

N-[(3,4-difluorophenyl)methyl] {4-[2-( {2-[(5-nitro(2- 

pyridyl))amino]ethyl} aiiiino)pyrimidin-4-yl]phenyl} carboxamide 

N-[(4-bromophenyl)methyl] {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidia- 
4-yl]phenyl} carboxamide 
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N-[(2 ? 3-dimethoxyphenyl)methyl] {4-[2-( {2-[(5-nitro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

N-[(3-fluorophenyl)methyl] {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin- 
4-yl]phenyl} caiboxamide 

5 N-[(3-bromophenyl)methyl] {4-[2-( {2-[(6-methoxy(2- 

pyridyI))amino] ethyl } amino)pyrimidin-4-yl]phenyl} carboxamide 

[4-(2- { [(3 -bromophenyl)methyl] amino } pyrimidin-4-yl)phenyl] -N-[(3- 
methylphenyl)methyl] carboxamide 

N-[(3*bromophenyl)methyl] {4-[2-({2-[(5-cyano(2-pyridyl))amino]ethyl}ainino)pyrimidm^ 
10 4-yl]phenyl} carboxamide 

4-(2- {[(3- {3-[(methylamino)methyl]phenyl}phenyl)methyl]ainin 
yl)benzamide 

N^(3-bromophenyl)methyl](4-{2-[(3^ 
yl}phenyl)carboxamide 

1 5 N-[(3-bromophenyl)methyl][4-(2- ^ 
yl)phenyl]carboxamide 

N-[(3-bromophenyl)mefhyl] {4-[2-( {2-[(4-nitrophenyl)amino]ethyl} amino)pyrimidin-4- 
yl]phenyl } carboxamide 

N4(3-bromophenyl)methyl](4- {2-[(2- {[5-(trifluoromethyl)(2- 
20 pyridyl)]amino } ethyl)ainino]pyrimidin^yl}phenyl)carboxamid^ 

N-[(3-bromophenyl)metbyl][4-(2-{[2-(pyrimidin-2-ylamm 
yl)phenyl]carboxamide , 

N-[(3-chlorophenyl)methyl] {4-[2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin- 
4-yl]phenyl} carboxamide 

25 N4(3^-dimethoxyphenyl)methyl] {4-[2-( {2-[(5-nitro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

N-[(3 5 4-dichlorophenyl)methyl] {4-[2K{2-[(5-nitro(2- 

pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} carboxamide 

[(3-bromophenyl)metliyl]( {4-[2-( {2-[(5-mtro(2-pyridyl))amino]efhyl} amino)pyrimidin-4- 
3 0 yl]phenyl } sulfonyl)amine 

N^(3-iodophenyl)methyl]{4-[2-({2-K^ 
yljphenyl } carboxamide 

[4~(2- {[2-(2,5Kiimethoxyphe 

bromophenyl)methyl] carboxamide 
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N-[(3-bromophenyl)methyl] [4-(2- {[2-(3-methoxyphenyl)ethyl]amm^ 
yl)phenyl]carboxamide 

{4-[2-( {2-[(5-iutro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl] phenyl } -N-(2- 
phenylcyclopropyl)carboxamide 

5 3-[2-({2-[(5-nitro-2-pyridyl)aniino]ethyl} amino)pyrimidin-4-yl]phenol 

4-[2-( {2-[(5-nitro-2-pyridyl)anuno]ethyl} amino)pyrimidin-4-yl]phenol 

4-{2-[(3-phenoxypropyl)ainino]pyrimidin-4-yl}phenol 

4-(2-{[3-(4-cWorophenoxy)propyl]amino}pyrimidin-4-yl)phenol 

4-[2-({2-[(5-nitro(2-pyridyl))amino]ethy 

10 4-{2-[(3-ben2imidazolylpropyl)amin^ 

4- {2-[(3-benzimidazolylpropyl)airuno]pyrimidin-4-yl} -2-methoxyphenol 

4-(2- {[3-(4-mtroimidazolyl)pro 

4-(2- { [3 -(2-aminobenzimidazoly l)propyl]amino } pyrimidin-4-yl)phenol 
4-(2- { [3 -(4,5 -dichloroimidazolyl)propyl] amino } pyrimidin-4-yl)phenol 

15 Example 17 

. Solid Phase Synthesis of Pyrimidine Compounds 
(Resin Method D) 

A primary amine was loaded onto Sasrin resin as in Example 3 (i.e., Resin Method 
B). This amine resin was then heated with either 2,4-dichloropyrimidine or ethyl 2,4- 

20 dicMoropyrimidine-5-carboxylate ( 200 mg of pyrimidine per 200 mg of amine resin) and 
cesium carbonate (250 mg) in NMP ( 3 ml) overnight. The resin was washed with the 
appropriate solvents (typically DMF or DMSO and dichloromethane) and then reacted 
with a second amine (e.g., a primary or secondary amine). Second amine displacement 
was typically conducted at a higher temperature in NMP, for example for 48 hours at 120- 

25 130°C. The resin was again washed and treated with 100% TFA for 0.5-1 hours to obtain 
the 2,4-diaminopyrimidine, which was frequently obtained as a solid after lyophilization 
from a mixture of acetonitrile and water. 

Examples 18-19 describe the synthesis of compounds of the present invention 
pursuant to Resin Method D. 
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Example 1 8 
Synthesis of r(3-chlorophenyl)meth^^^ 

ethyl) amino)pyriniidin-4-yl1amine 
Bromomethyl Sasrin resin (prepared as in Step 1 of Example 3, 0.9 g) was heated 
5 with 3-chlorobenzylamine (1 ml) in NMP (8 ml) at 80°C for 1.5 hours, then overnight at 
room temperature. The resin was washed with DMF and dichloromethane and dried in 
vacuo. The dried resin (200 mg) was then heated with 2,4-dichloropyrimidine and 250 mg 
of cesium carbonate in NMP (3 ml) at 80°C overnight. The resin was washed as before. 
One half of the resin was heated with 2-(2-aminoethylamino)-5-nitropyridine (180 mg, 1 
10 mmol) in NMP (2 ml) at 125°C for 66 hours. The resin was washed as before and then 
treated with 100% TFA for 0.5 hours. The resin was filtered off and the filtrate was 
concentrated in vacuo, then lyophilized from acetonitrile and water to give the title 
compound as a yellow solid. 
HPLC: 23.46 min (82% purity) 
1 5 MS: MH + = 400 C 18 H 18 C1N 7 0 2 =399 g/mol 

Example 19 

Synthesis of Ethyl-4- { r(3-cyanophenyl)methyl1amino>- 
2-( { 24(5-mtro(2-pyridyl)ammo1ethyl) amino)pyiimidine-5--carboxylate 
Bromomethyl Sasrin resin (prepared as in Step 1 of Example 3, 1.0 g) was reacted 
20 with 4-cyanobenzylamine (1.5 ml) in NMP (8 ml) at 80°C for 4 hours. The resin was 
washed with DMF and dichloromethane and dried in vacuo at room temperature. The 
dried resin (400 mg) was then reacted with ethyl 2 9 4-dicUoropyrimidine-5-carboxylate 
(prepared according to V.H. Smith and B.E. Christensen, J. Organic Chem., 20: 829 
(1955), which is incorporated herein by reference) (400 mg) and cesium carbonate (400 
25 mg) in NMP (4 ml) at 80°C overnight. The resin was washed as before and dried. The 
dried resin (200 mg) was then heated with 2-(2-aminoethylamino)-5-nitropyridine (180 
mg, 1 mmol) in NMP (2 ml) at 104°C for 21 hours. The resin was washed with DMSO, 
glacial acetic acid, water, DMSO, dichloromethane and then treated with 100% TFA to 
obtain the title compound. 
30 HPLC: 25.27 min (100% purity) 

MS: MH + = 463 C22H 22 N 8 0 4 = 462 g/mol 

The following additional compounds were prepared according to Resin method D 
using the appropriate amine: 

(M[(3-bromophenyl)methyl]a 
35 ethyl} amine 

[(2,4-dichlorophenyl)methyl][2-({2-[(5-nitro(2-pyridyl))amino]ethyl} annno)pyrimidin-4- 
yl] amine 
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[(3-methylphenyl)methyl][2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4- 
yl]amine 

[(3,5-dichlorophenyl)methyl][2-({2-^ amino)pyriirridin-4- 
yl]amine 

5 Ethyl 4- {[(3-bromophenyl)methyl]amino}^ 
pyrimidine-5-carboxylate 

[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]benzylamine 

[(4-chlorophenyl)methyl][2-({2-[(5-^^ 
yl] amine 

1 0 Ethyl 4- { [(2-chlorophenyl)methyl] amino } -2-( {2-[(5-ni1ro(2-pyridyl))amino]ethyl } amino)- 
pyrimidine-5-carboxylate 

Ethyl 4-{[(4-cyanophenyl)methyl]amino}-2-({2-^^ 
amino)pyrimidine-5-carboxyIate 

Example 20 

15 Solid Phase Synthesis of Pyridine Compounds 

(Resin Method E) 

An amino resin (for example Sasrin resin loaded with a primary amine as described 
in Resin Methods B (Example 3) and D (Example 18)) was reacted with, e.g., 2,6-dichloro- 
3-nitropyridine and cesium carbonate in NMP at temperatures within the range of about 

20 25-50°C for a period within the range of from about 5 hours to about 24 hours. The resin 
was then washed with DMF and dichloromethane and heated with a primary amine in 
NMP at temperatures from 70-1 00°C overnight. The resins were washed as described in 
Example 1 8, and the pyridine products obtained by treating the resin with 20-100% TFA 
for 0.5-1 hours (preferably with 80-100% TFA). 

25 Example 21 describes the synthesis of compounds of the present invention pursuant 

to Resin Method E. 

Example 21 

Synthesis of {2-r(6-ainino-5-nitro(2-pyridyl)amino1ethyl>- 
{5-nitro-6-rbenzylamino1(2-pyridyl)) amine 
30 Step 1: 2-Amino-6-cMoro-3-nitropyridine (obtained from 2,6-dichloro-3-nitro- 

pyridine by the method of V.W. von Bebenberg, Chemiker-Zeitung, 103:387 (1979), 
which is incorporated herein by reference) (2.65 g) was treated at room temperature with 
ethylenediamine (5 ml). The temperature was gradually raised to 100°C. After 4 h the 
excess ethylenediamine was removed by rotary evaporation. The residue was partitioned 
35 between dichloromethane and 2.5 M aqueous sodium hydroxide. The aqueous layer was 
further extracted 3 times with dichloromethane. The combined organic layers were 
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concentrated in vacuo to give (2-aminoethyl)(6-amino-5-nitro(2-pyridyl))amine as a canary 
yellow solid. 

Step 2: Bromomethyl Sasrin resin, prepared according to Step 1 of Example 3, was 
heated with benzylamine (2 ml) in NMP (6 ml) at 70°C for 4 hours. The resin was washed 
with DMF and dichloromethane and dried in vacuo. The dried resin (100 mg) was heated 
with 2,6-dicMoro-3-nitropyridine (190 mg, 1 mmol) and cesium carbonate (100 mg) in 
NMP (2 ml) at 50°C for 5.5 hours. The resin was then washed with water, DMF and 
dichloromethane. The resin was air dried and then heated with the amine from Step 1 (90 
mg) in NMP (2 ml) at 95°C overnight. The resin was washed with DMSO, acetic acid, 
water, DMSO, dichloromethane and then treated with 20% TFA to give the title 
compound. 

HPLC: 28.47 min (87% purity) 

NMR: (300 MHz, 7/1 acetonitrile-d 3 /D 2 0, 75 °C: 8.0 (2H, two overlapping d), 7.2-7.4 
(5H, Ph), 5.9 (2H, 2d overlapping), 4.75 (s, 2H), 3.50-3.65 (m, 4H) 

The following additional compounds were similarly prepared according to Resin 
Method E by varying the pyridine and primary amine: 

{2-[(5-nitro(2-pyridyl))anaino]ethyl}{5-nitro-6-[benzylam^ 

6 - {[2-({5-ni1ro-6-|>enzylarnino]-2-pyridyl } amino)ethyl]amino}pyridine-3-carbonitrile 

{6-[(2-methoxyethyl)amino]-5-nitro(2-pyridyl)} {2-[(5-nitro(2-pyridyl))amino]ethyl} amine 

(6- {[(2,4-dichlorophenyl)methyl]amino } -5-nitro(2-pyridyl)) {2-[(5-nitro(2-pyridyl))- 
amino]ethyl} amine. 

Example 22 
Syn thesis of 4-r2-({2-r(5-mfroq-pyrid^ 

4-yllbenzenecarbomtrile (Resin Method F) 
Bensylamine was reacted with bromomethyl Sasrin resin to give a benzylamine 
substituted resin as in Step 1 of Example 3. This resin (150 mg) was shaken with 4- 
cyanophenacylbromide (130 mg), DMF (2 ml) and 2,6-lutidine (200 *il) at room 
temperature for 6.5 hours. The resin was washed with DMF and dichloromethane and 
briefly air dried. It was then heated with DMFDMA (3 ml) at 80°C overnight. The resin 
was then washed with DMF and dichloromethane and dried in vacuo. The dried resin was 
heated with amino {2-[(5-nitro(2-pyridyl))amino]ethyl} carboxamidinium 4-methyl- 
benzenesulfonate (120 mg) and cesium .carbonate (160 mg) in NMP (2 ml) at 90°C 
overnight. The resin was washed with DMF, water, DMF and dichloromethane and then 
treated with 95:5 TFArwater to give the title compound. 
HPLC: 25.61 min (80% pure) 
MS: MH + =467 C^H^NgOa- 466 g/mol 
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Example 23 

Solid Phase Synthesis of Pyrimidines (Cg = carboxyl) 
(Resin Method G) 

A mixture of polystyrene Wang resin (Novabiochem, 0.41 mmol/g, 2.2 g, 1.21 
5 mmol), a p-ketoester (commercially available from Aldrich or Lancaster Chemical, 36.3 
mmol) and dimethylaminopyridine (DMAP, 12.1 mmol) in toluene (22 ml) was shaken for 
16 hours at 90°C. The resin was filtered and washed with DCM, DMF, DCM, then dried. 

A mixture of the dried resin (100 ing, 0.055 mmol), an aldehyde (0.55 mmol), 
piperidine (0.055 mmol), acetic acid (0.055 mmol) and 3A Molecular Sieves (Aldrich) in 
10 DMF (1.0 ml) was shaken for 16 hours at room temperature. The resin was filtered and 
washed with DMF and DCM, then dried. 

To a mixture of the resulting resin (100 mg, 0.055 mmol) and NaHC0 3 (12 mg, 
0.138 mmol) was added 0.4 M of the appropriate guanidine in DMF (1.0 ml, 0.4 mmol). 
The mixture was then shaken for 16 hours at 70 °C. The resin was then filtered and 
1 5 washed with DMF, water, methanol, DMF, DCM, and dried. 

This resin was treated with 0.1 M DDQ in THF (1.1 ml, 0.1 1 mmol) for 3 hours at 
room temperature. The resin was filtered and washed with DMF, saturated NaHCC>3 (aq), 
water, methanol, DMF, DCM, then dried. The resin was treated with 95% TF A/water for 1 
hour at room temperature, then filtered and washed with DCM. The filtrate and washings 
20 were combined and evaporated. The residue was dissolved in acetonitrile/water (1:1) then 
lyophilized. 

In all cases, the product pyrimidines were of purity >80% as determined by HPLC; 
MS and NMR analysis. 

The following compounds were prepared according to Resin Method G using 
25 amino {2-[(5-nitro(2-pyridyl)amino] ethyl} carboxamidinium 4-toluene sulfonate as the 
guanidine source and the p-ketoester and aldehyde indicated in parentheses: 

6-(2-Fluorophenyl)-2-( {2-[5-nitro(2-pyridyl)amino]ethyl} amino)-4-phenylpyrimidine-5- 
carboxylic acid (ethyl 3-(4-fluorophenyl)-3-oxoproprionate and benzaldehyde) 

2-({2-[5-Nitro(2-pyridyl)amino]ethy^ 
30 carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and benzaldehyde) 

6-Methyl-2-({2-[(5-mtro(2-pyridyl) 

acid (ethyl acetoacetate and benzaldehyde) 

4,6-bis(4-Nitrophenyl)-2-( {2-[5-nitro(2-pyridyl)amino]ethyl} amino)pyridine-5 -carboxylic 
acid (ethyl 3-(4-mtrophenyl)-3-oxoproprionate and 4-nitrobenzaldehyde) 

35 2-( {2-[5-Nitro(2-pyridyl)amino]ethyl} amino)-6-(4-nitrophenyl)-4-(4-pyridyl)pyrimidine- 
5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 4- 
pyridylcarboxaldehyde) 
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4-(4-Methoxyphenyl)-2-( {2-[5-nitro(2-pyridyl)amino]ethyl } amino)-6-(4-nitrophenyl)- 

pyrimidine-5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 4- 
methoxybenzaldehyde) 

4-(4-Cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl)amino]ethyl} amino)-6-(4-nitrophenyl)- 

pyrimidine-5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 4- 
cyanobenzaldehyde) 

2-({2-[(5-Nitro(2-pyridyl))ai^ 

acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and formaldehyde) 

4,6-bis(4-Cyanophenyl)-2-({2-[(5-m^ 

carboxylic acid (ethyl 3-(4-cyanophenyl)-3-oxoproprionate and 4- 
cyanobenzaldehyde) 

4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-^^ 

pyrimidine-5-carboxylic acid (ethyl 3-(4-cyanophenyl)-3-oxoproprionate and 3- 
nitrobenzaldehyde) 

4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-p>^ 

carboxylic acid (ethyl 3-(4-cyanophenyl)-3-oxproprionate and benzaldehyde) 

4-(3-Cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl)amino]ethyl} amino)-6-(4-nitrophenyl)- 

pyrimidine-5-carboxylic acid (ethyl 3-(4-rritrophenyl)-3-oxoproprionate and 3- 
cyanobenzaldehyde) 

4-(3-Hydroxyphenyl)-2-({2-(5-nitro(2-pyridyl)amino]ethyl}amin 

pyrimidine-5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 3- 
hydroxybenzaldehyde) 

2-({2-[(5-Nitro(2-pyridyl))amino]ethyl}amino)-4-(3-iiitrophenyl) 

pyrimidine-5-carboxyIic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 3- 
nitrobenzaldehyde) 

2-({2-[(5-Nitro(2-pyridyl))am 

pyrimidine-5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 4- 
quinolinecarboxaldehyde) 

2-({2-[(5-Nitro(2-pyridyl))amino]ethyl}^^ 

phenyl]pyrimidine-5--carboxylic acid (ethyl 3-(4-mtrophenyl)-3-oxoproprionate and 

4- trifluoromethylbenzaldehyde) 

4<{4-Carboxyphenyl)-2-({2-[(5-m^ 

pyrimidine-5-carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 4- 
carboxybenzaldehyde) 

4-Cyclohexyl-2-( {2-[(5-ni1ro(2-pyridyl))aiiiino]ethyl} amino)-6-(4-nitrophenyl)pyrimidine- 

5- carboxylic acid (ethyl 3-(4-nitrophenyl)-3-oxoproprionate and 
cyclohexanecarboxaldehyde) 
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4-(4-Cyanophenyl)-6-(4-fluorophenyl)-2-( {2-[(5-nitro(2-pyridyl)amino]ethyI} amino)- 

pyrimidine-5-carboxylic acid (ethyl 3-(4-cyanophenyl)-3-oxoproprionate and 4- 
fluorophenylbenzaldehyde) 

4-(4-Cyanophenyl)-6-(3 -furyl)-2-( {2-[(5-nitro(2-pyridyl)amino]efliyl } amino)pyrimidine-5- 
5 carboxylate (ethyl 3-(4-cyanophenyl)-3-oxoproprionate and 3-furylcarboxaldehyde) 

Example 24 

Solid Phase Synthesis of Pyrimidines (C 5 = carboxyl, C4 or Cs =H) 

(Resin Method G) 

A suspension of resin (Novabiochem, San Diego, USA, 0.51 mmol/g, 100 mg, 0.0 
10 mmol) in DMF-dimethylacetal (1 ml) was shaken for 17 hour at room temperature. The resin \* 
filtered and washed with DCM and ether, then dried. 

To a mixture of the resulting dried resin (100 mg, 0.055 mmol) and NaHCb 3 (12 n 
0.138 mmol) was added 0.4 M solution of the appropriate guanidine in DMF (1.0 ml, 0.4 mmc 
The mixture was shaken for 16 hours at 70 °C. This resin was then filtered and wash 
15 successively with DMF, water, MeOH, DMF, DCM, and then dried. The resin was treated w 
95% TF A/water for 1 hour at room temperature, then filtered and washed with DCM. The filtr; 
and washings were combined and evaporated. The residue was dissolved in acetonitrile: water (] 
v/v) and lyophilized to give a pyrimidine. 

The following compounds were prepared according to the above method using N-< 
20 nitropyridine-6-yl)aminoethylguanidine and the appropriate P-ketoester and aldehyde: 

4-methyl-2-({2-[(5-iutro(2-pyridyty acid 

2-({2-[(5-ni1xo(2-pyridyl)amino]et^^ 
acid 

4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-6-(3-nitrophenyl)- 
25 pyrimidine-5 -carboxylic acid. 

Example 25 
Solution Phase Synthesis 
(Solution Method A) 

A carbonyl-containing compound (e.g., p-keto esters, p-keto sulfones, P-keto 
30 nitrites, a-nitro ketones, and the like) was dissolved in a suitable organic solvent (usually 
THF) and treated with a slight excess (1 .2-2 equivalents) of DMFDMA. The mixture was 
heated at 60-80°C for 3-15 hours, most typically 3-5 hours. The reaction mixture was then 
cooled. When a done on a small scale (0.2-1 mmol) there was no attempt to remove the 
slight excess of DMFDMA present, rather the cooled mixture was directly added to a 
35 mixture of a guanidine (1 equivalent) and an appropriate base (for example, cesium 
carbonate or 1.2 equivalents of sodium ethoxide in 1 ml of ethanol). 
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The reaction was then heated at 70-80°C for 12-24 h. At the conclusion of the 
reaction the vials were cooled, poured into dichloromethane or ethyl acetate and washed 
with saturated aqueous sodium bicarbonate solution. The organic layer was concentrated 
in vacuo and the product was precipitated or crystallized, usually by addition of water to 
5 acetonitrile or ethanol solutions of the product. In some cases chromatographic 
purification was performed, either by semi-preparative HPLC or by radial chromatography 
using silica gel plates on a Chromatotron (Harrison Research, Palo Alto, CA) eluting with 
mixtures of dichloromethane and methanol. Larger scale reactions were performed in 
round bottom flasks using typical organic chemistry apparatus. 
10 Examples 31, 35-45, and 50-59 describe the synthesis of compounds of the present 

invention pursuant to Solution Method A. 

Example 26 

Synthesis of Ethyl 4-(4-cyanophenyl)-2-{r2-(2-quinolylamino)ethyl1amino>- 

pyrimidine-5-carboxylate 

15 Ethyl 3-(4-cyanophenyl)3-oxopropanoate (64 mg, 0.3 mmol) was heated with 

DMFDMA ( 50pl) and dry THF (1 ml) at 70°C for 3 hours. The cooled mixture was then 
added to a suspension of amino[2-(2-qiiinolylamino)ethyl]caiboxamidiniiim 4- 
methylbenzenesulfonate (prepared according to Example 12), (120 mg, 0.3 mmol) in 
ethanol (2 ml) containing 0.35 mmol of sodium ethoxide. The reaction was then heated at 

20 80°C overnight and then concentrated in vacuo. The residue was taken up in 
dichloromethane and washed with saturated aqueous sodium bicarbonate. The organic 
layer was concentrated in vacuo. The residue was taken up in acetonitrile. Addition of 
water gave a precipitate which was filtered off and dried to give the title compound. 
HPLC: 22.12 min (90% purity) 

25 MS: MH + = 439 Czs^NfiOz = 438 g/mol 

Example 27 

Synthesis of Ethyl 4-(6-morpholin-4-yl(3-pyridyl^^ 
pyridyl))amino1 ethyl )amino)pyri 
Step 1: Ethyl 6-chloronicotinate (5.0 g) and morpholine (10 ml) were mixed and 
30 then heated to 100°C. In less than 5 minutes at this temperature, a thick paste formed. 
Acetonitrile (15 ml) was added and heating was continued overnight at 90°C. The mixture 
was cooled, diluted with water and extracted with ethyl acetate. The organic layer was 
dried and concentrated in vacuo to give ethyl 6-morpholin-4-ylpyridine-3-carboxylate as a 
white solid. 

35 NMR (300 MHz, CDC1 3 : 8.80 (s, 1H), 8.05 (d, 1H), 6.60 (d, 1H), 4.35 (q, 2H), 3.80 (m, 
4H), 3.65 (m, 4H) 5 1.35 (t, 3H). 
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The solid was refluxed in a mixture of THF and aqueous potassium hydroxide for 2 
hours. The THF was removed in vacuo and the aqueous layer was extracted with ethyl 
acetate. The aqueous layer was then acidified with acetic acid. A white solid precipitated 
out and was washed with water and dried to give 6-moipholin-4-ylpyridine-3-carboxylic 
5 acid. 

NMR (300 MHz, DMSO-d 6 ) 8.65 (s, 1H), 7.95 (d, 1H), 6.85 (d, 1H), 3.70 (m, 4H), 3.60 
(m,4H) 

Step 2: The acid described in Step 1 was converted to the P-keto ester as follows. 
The acid (5.6 g., 27 mmol) in dry THF (100 ml) was treated at room temperature with 

10 oxalyl chloride (40 mmol) followed by several drops of DMF. The mixture was then 
refluxed for 2 hours. The solvent was removed in vacuo to give a yellow solid acid 
chloride. Potassium ethyl malonate (Aldrich Chemical Co., 9.2 g, 54 mmol) and 
anhydrous magnesium chloride (6.48 g) were mixed in dry acetonitrile (100 ml). Then 
triethylamine (6 ml) was added and the mixture stirred at room temperature for 4 hours. 

15 An additional 3 ml of triethylamine was added, followed by addition of the acid chloride 
dissolved in 50 ml of dry acetonitrile. The mixture stirred overnight at room temperature, 
then the solvent was removed in vacuo. The residue was treated with toluene (ca. 200 ml) 
and then sufficient 25% aqueous HC1 was added to dissolve the residue entirely. The 
mixture was shaken and organic and aqueous layers separated. The toluene layer was 

20 washed with water. The combined aqueous layers were then washed twice with toluene. 
The organic layers were discarded. The pH of the aqueous layer was adjusted to pH 7 by 
addition of solid sodium carbonate. The aqueous layer was then extracted with toluene. 
Concentration of the toluene layer in vacuo gave ethyl 3-(6-morpholin-4-yl)(3-pyridyI)-3-. 
oxopropanoate as a yellow solid. 

25 Step 3: The p-keto ester from Step 2 (83 mg, 0.3 mmol) was heated with 

DMFDMA (50^il) and dry THF (1 ml) at 70°C for 3 hours. The cooled mixture was then 
added to a suspension of amino[2-[(5-mtro(2-pyridyl)amm^ 4- 
methylbenzenesulfonate (120 mg, 0.3 mmol) in ethanol (2 ml) containing 0.35 mmol of 
sodium ethoxide. The reaction was then heated at 80°C overnight and then concentrated in 

30 vacuo. The residue was dissolved in dichloromethane, then washed with saturated aqueous 
sodium bicarbonate. This organic layer was then concentrated in vacuo, then redissolved 
in acetonitrile. Addition of water gave a precipitate which was filtered off and dried to 
give the title compound. 
HPLC: 1 8.77 min (98%) 

35 MS: MH+= 495 ■ C 23 H26N 8 05 = 494 g/mol 
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Example 28 

Synthesis of Ethyl 2-( l2-r(6-amino-5-nitro(2-pvridyl))amino1ethvn- 
amino)-4-(4-cyanophenvl)pyrimidiiie-5-carboxylate 
To a solution of ethyl 3-(4-cyanophenyl)-3-oxopropionate (63 mg, 0.3 mmol) in 
THF (1 ml) was added DMFDMA (50 jal). The solution was heated at 70°C for 3 hours 
and then added to a mixture of ammo[2-[(5-nitro(2-pyridyl)amino]emyI}carboxamidinium 
4-methylbenzenesulfonate (123 mg, 0.3 mmol), ethanol (1 ml) and 1.0 M sodium ethoxide 
(0.35 ml). This mixture was heated at 80°C overnight The reaction was cooled, diluted 
with dichloromethane and washed with aqueous sodium bicarbonate. The organic layer 
was concentrated in vacuo, the dissolved in acetonitrile. The product was precipitated with 
water to give the title compound. 
HPLC: 25.21 min 

MS:MH + = 449 C2iH 2 oN 8 04=448g/mol . 

NMR (DMSO-d6): 1.02 (t, 3H), 3.60 (m, 4H), 4.10 (q, 2H), 5.95 (d, 1H), 7.60 (d, 2H), 
7.85 (d, 2H), 7.90 (d, 1H), 8.80 (s, 1H) 

Example 29 

Synthesis of ethyl 2-( /2-r( 6-ammo-5-nitro(2-pvridvn)anu^o1emvnaimno)-4-r4- 
morpholm-4-vlphenvl)pyriinidin-5-carboxvlate 
To a solution of ethyl 3-(4-morpholinophenyl)3-oxopropanoate (70 mg, 0.3 mmol) 
in THF (1 ml) was added DMFDMA (60 pi). The solution was heated at 70°C for 3 hours, 
then added to a mixture of ammo[2-(6-animo-5-nitro(2-pyridyl)amino]ethyl}- 
carboxamidinium 4-methylbenzenesulfonate (123 mg, 0.3 mmol), ethanol (1 ml) and 1.0 
M sodium ethoxide (0.35 ml). The mixture was heated at 80°C overnight, then cooled, 
diluted with dichloromethane and washed with saturated aqueous sodium bicarbonate 
solution. The organic layer was concentrated in vacuo, dissolved in acetonitrile. and the 
product precipitated with water to give the title compound. 
HPLC : 22.37 min. (85% purity) 
MS:MH + = 509 Ca^NgOs = 508 g/mol 

NMR (DMSO-d5): 1.05 (t, 3H), 3.3 (m, 4H), 3.60 (m, 4H), 3.78 (m, 4H), 4.15 (q, 2H), 5.95 
(d, 1H), 6.90 (d, 2H), 7.45 (d, 2H), 7.95 9d, 1H), 8.60 (s, 1H) 

Example 30 

Synthesis of Ethyl 2-( i2-r (6-amino-5-nitro(2-pvridvl'>aminol ethy1}amir l n->- 

4-(2,4-dicMorophenyl)pyrimidine-5-carboxvlate 
To a solution of ethyl 3-(2,4-dichlorophenyl)-3-oxopropionate (78 mg, 0.3 mmol) 
in THF (2 ml) was added DMFDMA (70 ul). The solution was heated 3 hours at 70°C, 
then cooled and added to a suspension of ammo[2-(6-amino-5-nitro(2-pyridyl)- 
ammo]ethyl}carboxamidinium 4-methylbenzenesulfonate (123 mg, 0.3 mmol), dry ethanol 
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(1 ml) and 1.0 M sodium ethoxide (0.35 ml). This mixture was heated at 80°C overnight. 
The mixture was cooled, diluted with dichloromethane and then extracted with saturated 
aqueous sodium bicarbonate. The organic layer was concentrated in vacuo and the residual 
oil was dissolved in acetonitrile. Addition of water gave the title compound as a yellow 
5 solid. 

Example 3 1 

Synthesis of Ethyl 4-(4-cyanophenyl)-2-({2-r(5-nitro(2- 
pyridyl))amino1ethyl)amino)pyrimidine-5"carboxylate 
To a solution of ethyl 3-(4-cyanophenyl)-3-oxopropionate (65 mg, 0.3 mmol) in 
10 THF (1 ml) was added DMFDMA (50 pi). The solution was heated at 70°C for 3 hours. 
The solution was then added to a mixture of amino[2-[(5-mtro(2-pyridyl)amino]- 
ethyl} carboxamidinium 4-methylbenzenesulfonate (120 mg, 0.3 mmol), dry ethanol (1 ml) 
and 1.0 M sodium ethoxide (0.35 ml). The mixture was heated at 80°C overnight The 
mixture was cooled, diluted with dichloromethane and washed with saturated aqueous 
15 sodium bicarbonate. The organic layer was concentrated in vacuo, then dissolved in 
acetonitrile. The solid product was precipitated by addition of water , to give the title 
compound. 

HPLC : 28.05 min. (95% pure) 

Example 32 

20 Synthesis of 2-((2-((5-mtro(2-pyridyl)amino)eth^ 

5-carboxylate 

To a suspension of 1.0 g (2.3 mmol) of ethyl 4-(4-cyanophenyl)-2-({2-[(5-nitro(2- 
pyridyl)amino]ethyl}amino)pyrimidine-5-carboxylate (prepared as described in Example 
31) in 1:1 methanol/water was added 1.5 mmol of sodium hydroxide and the solution 
25 warmed to 60°C for 45 minutes. During this time the reaction became homogenous. After 
cooling the mixture, the pH was adjusted to about 5.0 at which time the desired acid 
precipitated from solution. This solid was collected and dried to give 890 mg (2.2 mmol, 
98% yield) of 2-((2-((5-mtro(2-pyridyl)ammo)eth^ 
pyrimidine-5-carboxylate as a light yellow powder. 

30 Example 33 

Synthesis of 2-(dimethylamino)ethyl 4-(4'Cyanophenyl)-2-({2-r(5-nitro(2- 
pyridyl)amino1ethyl>amino)pyrimidine-5"Carboxylate 
2-((2-((5-iutro(2-pyridyl)amino)ethyl)am 
carboxylate (300 mg, 0.74 mmol) (prepared as described in Example 32) was suspended in 
35 5 ml of 2-(dimethylamino)ethanol at room temperature. 0-Benzotriazole-N,N,N ! ,N f - 
tetramethyl\ironium-hexafluoro-phosphate (HBTU) (Advance Chem Tech, Louisville, 
Kentucky) was then added in one portion and the mixture stirred for 1 8 hours at room 
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temperature. The resulting clear solution was poured onto an ice water mixture and 
extracted thoroughly with ethyl acetate. The aqueous layer was back extracted with ethyl 
acetate 2x. The combined organic layers were then dried with sodium sulfate and 
concentrated in vacuo. HPLC and NMR analysis indicated that the desired compound, 2- 
(dimemylamino)ethyl 2-((2-((5-nitro(2-pyridyl)animo)e^ 
pyrimidine-5-carboxylate, was formed in quantitative yield (> 95%). 

By substituting an alcohol or amine for the 2-(dimethylamino)ethanol indicated 
above, the following additional compounds of the present invention were similarly 
synthesized (the alcohol or amine employed is indicated in parentheses): 

tert-Butyl 4-(4-cyanophenyl)-2-({2-[(5-nitro(2-p^ 
carboxylate (tert-butyl alcohol) 

Methyl 4-(4-cyanophenyl)-2-({2-[((5-nitro(2-pyridyl))ammo]emyl}ammo)pyrm^ 
carboxylate (methanol) ' 

Butyl 4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl> amino)pyrimidine-5- 
carboxylate (n-butanol) 

Phenylmethyl 4-(4-cyanophenyl)-2-( {2-[(5-mtro(2-pyridyl))amino]ethyl} amino)- 

pyrimidine-5-carboxylate (benzyl alcohol) 

N-Butyl[4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))anuno]emyl}ammo)pyrm^ 
yl]carboxamide (n-butylamine) 

[4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-py^ 
benzylcarboxamide (benzylamine) 

[4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))ammo]emyl}ammo)pyrimid 
dimemylcarboxamide (dimemylamine) 

N-(Cyanome&yl)[4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl)anmio]emyl}am^ 
pyrimidin-5-yl]carboxamide (aminoacetonitrile) 

N-(tert-Butyl)[4-(4-cyanophenyl)-2-({2^ 
5-yl]carboxamide (t-butylamine) 

N-[2-(Dimemylammo)emylJ[4-(4-cyanophe 

animo)pyrimidin-5-yl]carboxamide 38564 (2-(dmethylamino)ethyl amine) 

[4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))anmio]emyl}ammo)pyr^ 
hyckoxyethyl)carboxamide(2-aniinoethanol) 

4-[5-(Morpholm-4-ylcarbonyl)-2-({2-[^^ 
yl]benzenecarbonitrile (morpholine) 

[4-(4-Cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))anmio]emyl}ammo)pyrm^ 
methylcarboxamide (memylamine) 
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N-(2- Aminoethyl) [4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl)amino]ethyl}amino)-- 
pyrimidin-5-yl]carboxamide (ethylenediamine) 

4-[2-( {2-[(5-iiitro(2-pyridyl))amino]ethyl} amino)-5-(piperazinylcarbonyl)pyriinidin-4- 
yl]benzenecarbonitrile (piperazine) 

5 . 4-(4-Cyanophenyl)-2-({2-[5-nitro(2-pyridy 
carboxamide (ammonia) 

N-(Carbamoybnethyl)[4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)- 
pyrimidin-5-yl]carboxamide (glycinamide) 

[4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl } amino)pyrimidin-5-yl]-N-(4- 
1 0 pyridylmethyl)carboxamide ((4-pyridyl)methylamine) 

2-Hydroxyethyl 4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)- 

pyrimidine-5-carboxylate (ethylene glycol) 

N-( 1 -Carbamoyl-2-hydroxyettiyl)[4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]- 
ethyl} ainino)pyriinidin-5-yl]carboxainide (serinamide) . 

15 Example 34 

Synthesis of 4-r5>(3-methyl(h2,4-oxadiazol-5-yl))-2->({2-r(5-nitro(2> 
pyridyl))amino1 ethyl } amino)pyrimidin-4-yl1benzenecarb onitrile 
To a mixture of ethyl 4-(4-cyanophenyl)-2-({2-[(5-hitro(2-pyridyl))ainino]- 
ethyl} amino)pyrimidine-5-carboxylate (0.069 mmol, prepared as described in Example 31) 
20 and triethylamine (19.3 jil, 0.14 mmol) in THF (1 ml) was added isobutyl chloroformate 
(13.4 |il, 0.14 mmol). After stirring at room temperature overnight, the appropriate 
amidoximine (0.14 mmol) (prepared according to CD. Bedfore et al., J. Med. Chem. 
20:2174-2183 (1986), which is incorporated herein by reference) was added and the 
mixture stirred at 70°C for 6 hours. After stirring an additional 72 hours at room 
25 temperature, the reaction was filtered, the solid washed successively with methanol and 
water, and dried under vacuum to give the desired oxadiazole, 4-[5-(3-methyl( 1,2,4- 
oxadiazol-5-yl))-2-({2-[(5-ni1ro(2-pyridy 

carbonitrile. The following additional compounds were prepared according to this method 
by using the appropriate amidoximine: 

30 4-[5-{3-[2-(dimethylamino)ethyl](l,2,4-oxadiazol-5-yl)-2-( 
amino]ethyl } amino)pyrimidin-4-yl) 

(2- {5-[2-( {2-[(6-amino-5-nitro(2-pyridyl)ainino]ethyl } amino)-4-(2,4-dichlorophenyl)- 
pyrimidin-5-yl](l,2,4-oxadiazol-3-yl)}eAyl)dimethylamine 
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Example 35 

Synthesis of Ethyl 4-(4-morpholin-4-vlphenyl)-2-({2-r(5-nitro(2- 
pyridyl))amino1ethyl) amino)pyrimidine-5-carboxylate 
To a solution of ethyl 3-(4-morpholinophenyl)3-oxopropionate (193 mg, 0.7 mmol) 
5 in THF (1 ml) was added DMFDMA(140 |al). The solution was heated at 70°C for 3 
hours. This solution was added to a mixture of amino[2-[(5-nitro(2- 
pyridyl)amino]ethyl}c^boxainidinium 4-methylbenzenesulfonate (280 mg, 0.7 mmol), 
ethanol (1 ml) and 1.0 M sodium ethoxide (0.82 ml). The mixture was heated at 80 °C 
overnight. The cooled mixture was diluted with dichloromethane and extracted with 
10 saturated aqueous sodium bicarbonate. The organic layer was concentrated in vacuo, then 
dissolved in acetonitrile. The product was precipitated as an orange solid (126 mg) by 
addition of water to give the title compound. 
HPLC 25.25 min (95% purity) 

NMR (DMSOd6): 1 .15 (t, 3H), 3.20 (m, 4H), 3.60 (br. s, 4H), 3.78 (m, 4H), 4.05 (q, 2H), 
15 6.59 (d, 1H), 6.95 (d, 2H), 7.40 (d, 2H), 8.0 (m, 1H), 8.60 (s, 1H), 8.90 (d, 1H) 
MS: MH + = 494 C 2 4H 27 N 7 Os= 493 g/mol 

Example 36 
Synthesis of Ethyl 4-((4-iimdazolylphenyn 

pyridyl))amino1ethyl) amino)pyrimidine-5-carboxylate 

20 To a solution of ethyl 3-[4-(imidazol-l-yl)phenyl]3-oxopropanoate (78 mg, 0.3 

mmol) (prepared according to I. Sircar et aL, J. Med. Chem. , 28:1405 (1985), which is 
incorporated herein by reference) in THF (1 ml) was added DMFDMA (50 |il). The 
solution was heated at 70°C for 3 hours. The solution was then added to a mixture of 
amino[2-[(5-nitro(2-pyridyl)amino] ethyl} carboxamidinium 4-methylbenzenesulfonate 

25 (120 mg, 0.3 mmol), ethanol (1 ml) and 1.0 M sodium ethoxide (0.35 ml). The mixture 
was heated at 80°C overnight, cooled, diluted with dichloromethane and washed with 
saturated aqueous sodium bicarbonate solution. The organic layer was concentrated in 
vacuo, redissolved in acetonitrile and then the product was precipitated by addition of 
water as a yellow solid to give the title compound. 

30 HPLC : 1 8.50 min. (95% purity) 

MS:MH + =475 O^H^NgC^ = 474 g/mol 

NMR (DMSO-d6): 1.05 (t, 3H), 3.62 (br. s, 4H), 4.10 (q, 2H), 6.58 (d, 1H), 7.15 (s, 1H), 
7.60 (d, 2H), 7.70 (d, 2H), 7.75 (s, 1H), 7.85 (br s, 1H), 7.9-8.1 (m, 2H), 8.25 (s, 1H), 8.75 
(s, 1H), 8.90 (s, 1H) 
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Example 37 

Synthesis of Ethyl 2-( {2-r(5-nitro-(2-pvridyl))airiino1ethvl> amino)-4-(4-(l ,3-oxazoI-5- 

yl)phenyl)pyi±midine-5-carboxylate 
Step 1: Methyl 4-formylbenzoate (Aldrich Chemical Co., St. Louis, Missouri) (5.0 
5 g, 30.5 mmol), anhydrous potassium carbonate (4.55 g, 33 mmol) and p- 
toluenesulfonylmethyl isocyanide (TOSMIC, Aldrich Chemical Co.) (6.83 g, 30.5 mmol) 
were refluxed in methanol (100 ml) for 3.5 hours. The mixture was then concentrated to 
dryness in vacuo. The residue was dissolved in ethyl acetate, washed twice with water, 
dried and concentrated in vacuo to give methyl 4-(l,3-oxazol-5-yl)benzoate as a beige 
10 solid (4.95 g). 

(NMR (300 MHz, CDC1 3 : 8.10 (d, 2H), 7.98 (s, 1H), 7.75 (d, 2H), 7.48 (s, 1H), 3.94 (s, 
3H)). 

The above ester was heated at reflux for 2 hours in a mixture of 1 M aqueous 
potassium hydroxide and 50 ml THF. The THF was removed in vacuo and the solution 
15 cooled, then acidified with 50% HC1 to give 4-(l,3-oxazol-5-yl)benzoic acid as a white 
solid. 

NMR (300 MHz, DMSO-d6; 8.52 (s, 1H), 8.05 (d, 2H), 7.82-7.9, m, 3H). 

The dried acid above was refluxed in neat thionyl chloride until all of the solid had 
dissolved. The thionyl chloride was removed by rotary evaporation (with hexane). The 

20 crude acid chloride was then dried in vacuo briefly. Meanwhile, potassium ethyl malonate 
(11.1 g, 65 mmol) and anhydrous magnesium chloride (7.7 g, 81 mmol) in dry acetonitrile 
(150 ml) were treated with triethylamine (5.15 ml, 37 mmol). The mixture was stirred for 
3 hours at room temperature, then an additional 1 ml of triethylamine was added, followed 
by a solution of the acid chloride prepared above in dry acetonitrile (50 ml). The reaction 

25 was stirred overnight at room temperature. The mixture was concentrated to dryness in 
vacuo and then partitioned between toluene and 0.25 M aqueous HC1. The organic layer 
was washed with water, dried and concentrated to give crude ethyl 3-(4-(l,3-oxazol-5- 
yl)phenyl)-3-oxopropanoate. The crude product was purified by silica gel chromatography 
(hexanes/ethyl acetate). 

30 Step 2. To a solution of ethyl 3-(4-(l,3-oxazol-5-yl)phenyl)-3-oxopropanoate (76 

mg, 0.3 mmol) in THF (1 ml) was added DMFDMA (60 \xl). The solution was heated at 
70°C for 3 hours. This solution was added to a mixture of amino[2-[(5-nitro(2- 
pyridyl)amino]ethyl}carboxamidinium 4-methylbenzenesulfonate (120 mg, 0.3 mmol), 
ethanol (1 ml) and 1.0 M sodium ethoxide (0.35 ml). The mixture was heated at 80°C 

35 overnight, cooled, diluted with dichloromethane and washed with saturated sodium 
bicarbonate solution. The organic layer was concentrated in vacuo 9 redissolved in 
acetonitrile and the product precipitated with water to give the title compound as an orange 
solid. 
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HPLC: 26.75 min. (90% purity) 

NMR (DMSO-d 6 ): 1.05 (t, 3H), 3.65 (br. s, 4H), 4.10 (q, 2H), 6.58 (4 1H), 7.58 (d, 2H), 
7.70 (s, 1H), 7.75 (d, 2H), 7.82 (br. s, 1H), 7.95-8.10 (m, 2H), 8.40 (s, 1H), 8.75 (s, 1H), 
8.85 (s, 1H) 

5 Example 38 . 

Synthesis of Ethyl 4-(4-f2-furyl)phenvl)-2-( {2-r(5-nitro(2- 
pyridyl))aminolethyl } ammo)pyrimidine-5-carboxylate 
Step 1: Ethyl 4-iodobenzoate (2.76 g, 10 mmol) and 2-furylboronic acid (Frontier 
Scientific, 1.12 g, 10 mmol)) were mixed with bis (triphenylphosphine)palladium 
10 dichloride (100 mg) in 1,2-dimethoxyethane (20 ml) and 2 M aqueous sodium carbonate 
(20 ml). The mixture was bubbled with argon gas, then heated at 80°C under argon 
overnight The mixture was cooled, diluted with ethyl acetate, then washed with water. 
The organic layer was dried and concentrated in vacuo to give a crude solid ester. This 
material was taken up in a mixture of THF and 1 M aqueous potassium hydroxide and 
15 refluxed for 2.5 hours. The THF was removed by rotary evaporation and the aqueous layer 
acidified with acetic acid. Cooling to 4°C resulted in the precipitation of 4-(2- 
furyl)benzoic acid as a brown solid (1 .49 g) 

(NMR (300 MHz, DMSO-d6: 8.10 (d, 2H), 7,90 (m, 3H), 7.24 (d, 1H), 6.75 (dd, 1H)). 

Step 2: The acid from Step. 1 was converted to the acid chloride by refluxing in a 

20 mixture of oxalyl chloride (1.3 ml), THF (20 ml) and several drops of DMF. Small 
portions of oxalyl chloride were added until the reaction was homogeneous. Reflux 
continued for 0.5 hours, then the solvent was removed in vacuo to give the crude acid 
chloride. Meanwhile, potassium ethyl malonate (2.7 g) was reacted with anhydrous 
magnesium chloride (1.9 g) and triethylamine (2.21 ml) in dry acetonitrile (50 ml) at room 

25 temperature for 3 hours. Triethylamine (1 ml) was added, followed by addition of a 
solution of the acid chloride in acetonitrile. The mixture was then stirred overnight at 
room temperature, then concentrated to dryness. The residue was partitioned between 
toluene and 10% aqueous HC1. The organic layer was washed with 10% HC1 and water, 
dried and was then concentrated to give crude ethyl 3-(4-(2-furyl)phenyl)-3-oxopropanoate 

30 as a solid. 

Step 3: The p-keto ester prepared in Step 2 (76 mg, 0.3 mmol) was dissolved in 
dry THF (2 ml) and heated with DMFDMA (60 \x\) at 70°C for 4 hours. This solution was 
then added to a mixture of amino[2-[(5-mtro(2-pyridyl)ammo]e 4- 
methylbenzenesuifonate (120 mg, 0.3 mmol) and cesium carbonate (160 mg) and then 
35 heated at 80°C overnight to give ethyl 4-(4-(2-furyl)phenyl)-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}an^o)pyrimidine-5-carboxylate. 
HPLC: 32.05 min (80% purity) 
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MS: MH + = 476 C 2 4H23N 6 0 5 = 475 g/mol 

Example 39 

Synthesis of Ethyl 4-(4-cyanophepyl)-2-({2^rf4-nietfavl-5-nitror2- 
pyridyl))amino1 ethyl > amino)pyrimidine-5--carboxylate 
5 Step 1: 2-Chloro-4-methyl-5-ni1ropyridine (2.0 g, 1L5 mmol) in acetonitrile (10 

ml) was added dropwise to ethylenediamine (2.5 ml) in acetonitrile (10 ml). The mixture 
was stirred overnight at room temperature. The solvent was removed by rotary 
evaporation and the residue was partitioned between dichloromethane and 2.5 M aqueous 
sodium hydroxide. The aqueous layer was further extracted 4 times with dichloromethane. 
10 The combined organic layers were washed with a saturated sodium chloride solution, dried 
and concentrated in vacuo to give (2-aininoethyl)(4-methyl-5-nitro(2-pyridyl))amine as an 
orange solid (1.74 g). 

Step 2: The amine from Step 1 (1.2 g, 6 mmol) was shaken with benzotriazole 
carboxamidinium 4-methylbenzenesulfonate (2.0 g, 6 mmol) and DIE A (1.05 ml, 6 mmol) 
15 in dry acetonitrile (10 ml) at room temperature overnight. Addition of ether resulted in the 
precipitation of amino {2-[(4-methyl-5-nitro(2-pyridyl))aininp]e11iyl}carboxamidim^ 4- 
methylbenzenesulfonate as a yellow solid . 

Step 3: Ethyl 3-(4-cyanophenyi)-3-oxopropanoate (64 mg, 0.3 mmol) in THF (1 
ml) and DMFDMA (0.3 mmol) was heated at 70°C for 3 hours. The solution was added to 
20 a mixture of the guanidine from Step 2 ( 123 mg, 0.3 mmol), 1.0 M sodium ethoxide in 
ethanol (0.35 ml) and ethanol (1 ml). The mixture was then heated overnight at 80°C, 
cooled, diluted with dichloromethane, then washed with saturated sodium bicarbonate 
solution. The organic layer was concentrated in vacuo, redissolved in acetonitrile and the 
product precipitated with water. 
25 HPLC: 27.63 min (85% pure) 

MS: MH + = 448 C22H21N7O4 = 447 g/mol 

Example 40 

Synthesis of 2-({24(5-nitro(2-pyridyl)amino1ethyl} amino)-4-phenylpyrimidine-5- 

carbonitrile 

30 3-Oxo-3-phenylpropanenitrile (44 mg, 0.3 mmol) in THF (1 ml) and DMFDMA 

(50 pi) was heated at 70°C for 3 hours. This solution was added to a mixture of amino[2- 
[(5-nitro(2-pyridyl)amino]ethyl}carboxamidimiim 4-methylbenzenesulfonate (120 mg, 0.3 
mmol), 1.0 M sodium ethoxide in ethanol (0.35 ml) and dry ethanol (1 ml) and heated at 
80°C overnight, then concentrated in vacuo. The residue was then taken up in 

35 dichloromethane and washed with a saturated aqueous sodium bicarbonate solution. The 
organic layer was concentrated in vacuo. The residue was taken up in acetonitrile. 
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Addition of water gave a precipitate Which was filtered off and dried to give the title 
compound. 

HPLC: 13.87 min (95% pure) 

Example 41 

5 Synthesis of (2-ri5-rutro(2-pyridvl))arnmo1ethvl} - 

(5-nitro-4-phenvlpyrimidin-2-v1) arniriR 
2-Nitro-l-phenylethan-l-one (50 mg, 0.3 mMol) was heated in THF (1 ml) and 
DMFDMA (50ul) for 3 h at 70°C. This solution was added to a mixture of amino[2-[(5- 
nitro(2-pyridyl)annno]emyl}carboxaniidinium 4-methylbenzenesulfonate (120 mg, 0.3 
1 0 mmol), 1 .0 M sodium ethoxide in eihanol (0.35 ml) and dry ethanol (1 ml), heated at S0°C 
overnight, then concentrated in vacuo. The residue was taken up in dichloromethane and 
washed with saturated aqueous sodium bicarbonate. The organic layer was concentrated in 
vacuo. The residue was taken up in acetonitrile. Addition of water gave a precipitate 
which was filtered off and dried to give the title compound. 
1 5 HPLC: 1 5.33 min ( 1 00% purity) 

MS:MH + =382 Ci 7 Hi 5 N 7 0 4 = 381 g/mol 

Example 42 
Synthesis of (5 -Nifro-4-phenylpvrimidm^ 

2-Nitro-l-phenylethan-l-one (50 mg, 0.3 mmol) was heated in THF (1 ml) and 
DMFDMA (50 ul) for 3 hours at 70°C. This solution was added to a mixture of amino[2- 
(2-pyridyl)animo)emyl}carboxamidinium 4-methylbenzenesulfonate (105 mg, 0.3 mmol), 
1.0 M sodium ethoxide in ethanol (0.35 ml) and dry ethanol (1 ml), heated at 80°C 
overnight, then concentrated in vacuo. The residue was taken up in dichloromethane and 
washed with saturated aqueous sodium bicarbonate. The organic layer was concentrated in 
vacuo. The residue was taken up in acetonitrile. Addition of water gave a precipitate 
which was filtered off and dried to give the title compound. 
HPLC: 1 9.66 min ( 1 00% purity) 
MS: MH + = 337 C 17 H 16 N 6 0 2 = 336 g/mol 

Example 43 

30 Synthesis of Ethyl 4-f4-cva nophenvlV2-r(2-{r5-(trifluoro 

pvridyl)l animo>emYnammolPYrimidme-5-c^ 
Step 1: 2-Chloro-5-(trifluoromethyl)pyridine (5.0 g) was heated with 
emylenediarnine (20 ml) at 120°C overnight The excess emylenediamine was removed 
by rotary evaporation and the residue was partitioned between dichloromethane and 2.5 M 
35 aqueous sodium hydroxide. The aqueous layer was extracted 5 times further with 
dichloromethane. The combined organic layers were washed with a saturated aqueous 
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sodium chloride solution, dried, then concentrated in vacuo to give (2-aminoethyl)[5- 
(trifluoromethyl)(2-pyridyl)]amine as an orange oil. 

Step 2: The amine from Step 1 (1.1 g, 5.36 mmol) was treated with benzotriazole 
carboxamidinium 4-methylbenzenesulfonate (L78 g, 5.36 mmol) and DIEA (0.93 ml, 5.36 
mmol) in acetonitrile (6 ml) with shaking at room temperature overnight. Addition of 
ether gave amino(2-{[5-(trifluoromethyl)(2-pyridyl)]amino} ethyl)carboxamidinium 4- 
methylbenzenesulfonate as a white solid. 

Step 3: Ethyl 3-(4-cyanophenyl)-3-oxopropanoate (64 mg, 0.3 mmol) was heated 
in THF (1 ml) with DMFDMA (50 jal) at 70°C for 4 hours. This solution was added to a 
mixture of the guanidine from Step 2 (123 mg, 0.3 mmol), 1 .0 M sodium ethoxide in 
ethanol (0.35 ml) and dry ethanol (1 ml). This mixture was heated at 80°C overnight, then 
concentrated in vacuo. The residue was taken up in dichloromethane and washed with a 
saturated aqueous sodium bicarbonate solution. The organic layer was concentrated in 
vacuo. The residue was taken up in acetonitrile. Addition of water gave a precipitate that 
was filtered off and dried to give the title compound. 
HPLC: 24.46 min (85% purity) 
MS: MH + '= 457 C 2 2Hi9N 6 0 2 F3 = 456 g/mol 

Example 44 

Synthesis of r4-(2,4-dichlorophenyl)-5-imida2olylpyrimidin-2-yll { 2-[Y5-nitro(2- 

pyridyl))amino1ethyl) amine 
Step 1. 2,4-Dichlorophenacyl chloride (1.42 g, 6.4 mmol) and imidazole (1.18 g, 
16 mmol) were heated in toluene (40 ml) at 75°C for 2.25 hours. The mixture was 
concentrated to dryness in vacuo. The residue was dissolved in dichloromethane and 
washed with 5% aqueous potassium carbonate solution and water, dried and concentrated 
in vacuo. The crude product was purified by passage over a pad of silica gel, eluting with 
5% methanol in dichloromethane to give l-(2,4-dichlorophenyl)-2-imidazolylethan-l-one 
as an orange oil. 

Step 2: The product of Step 1 (95 mg) was heated with DMFDMA (2 ml) at 105°C 
for 9 hours. The solvent was removed in vacuo and the residue was dissolved in dry THF 
(2 ml) and added to a mixture of amino[2-[(5-mtro(2-pyridyl)amino]ethyl}- 
carboxamidinium 4-methylbenzenesulfonate (100 mg, 0.3 mmol) and cesium carbonate 
(200 mg). The mixture was heated overnight at 80°C, then concentrated in vacuo. The 
residue was taken up in dichloromethane and washed with saturated aqueous sodium 
bicarbonate. The organic layer was concentrated in vacuo. The product was purified by 
radial chromatography on silica gel. 
HPLC: 22.48 min (96% purity) 

MS: MH*= 471-473 (cluster, 2 CI) C20H16CI2N8O2 = 471 g/mol 
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Example 45 
4-r2-({2-f(6-ammo-5-mfror2-pvri dym 

yllbenzenecaibonitrile 
Step 1: 4-Cyanophenacyl bromide (0.72 g, 3.2 mmol) and imidazole (0.55 g, 8 
mmol) were heated at 75°C in toluene (20 ml) for 2.5 hours. The mixture was 
concentrated to dryness in vacuo. The residue was dissolved in dichloromethane and 
washed with a 5% aqueous potassium carbonate solution and water, dried and concentrated 
in vacuo to give a pink solid (0.35 g). This method is a variation of the one described in 
Sakurai et aL, 1996, Chem. Pharm. Bull. 44:1510, which is incorporated herein by 
reference. 

Step 2: l-(4-Cyanophenyl)-2-imidazolylethan-l-one (from Step 1, 63 mg, 0.3 
mmol) was heated with DMFDMA (2 ml) at 105°C for 9 hours. The solvent was removed 
in vacuo and the residue was dissolved in dry THF (2 ml) and added to a mixture of 
ainmo[2-[(6-anuno-5-mtro(2-pyridyl))anmio]emyl^ 4-methylbenzene- 
sulfonate (105 mg, 0.3 mmol) and cesium carbonate (200 mg). The mixture was heated 
overnight at 80°C, then concentrated in vacuo. The residue was taken up in 
dichloromethane and washed with a saturated aqueous sodium bicarbonate solution. The 
organic layer was concentrated in vacuo. The residue was crystallized from ethanol/water 
to give yellow needles. 
HPLC: 1 7.68 rnin ( 1 00% purity) 
MS: MH + =443 C 2 iHi 8 Nio0 2 = 442 g/mol 

Example 46 

Synthe sis of r4-r2,4-dicMorophenyl)-5-inudazol-2-vlpvrimidin-2-vl1 f 2-r(5-nitrof2- 

pyridyl)ammo1emvl)amine 
A solution of l-(2,4-dicMorophenyl)-2-imiazol-2-ylethan-l-one (prepared from the 
appropriate acid chloride and 2-methylimidazole according to the procedure described in 
Macco et al., J. Org. Chem., 20:252 (1985), which is incorporated herein by reference) and 
DMFDMA (10 ml/mmol of ketone) was stirred at reflux for 12 hours. After concentration 
of this solution, the resulting solid was redissolved in DMF (10 ml/mmol). Cs 2 C0 3 (3 
mmol) and (2-(5-nifro(2-pyridyl)animo3emyl)carboxaimdfriium 4-methylbenzenesulfonate 
(1.5 mmol) were added, and the mixture stirred for 8 hours at 100°C. The mixture was 
cooled, filtered and the filtrate diluted with ethyl acetate and washed with saturated 
aqueous sodium bicarbonate. Concentration of the organic layers yielded [4-(2,4- 
dicmorophenyl)-5-irmdazol-2-ylpyrinndm-2-yl]{2-[(5-iufro(2-py^ 
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. Example 47 

Synthesis of r2-r(6-amino-5-ni1ro(2-pyridyl))amiiio1ethvl> r4-(2,4-dichlorophenvD-5- 

imidazol-2-ylpyrimidin-2-yl]amine 
A solution of l-(2,4-dichlorophenyl)-2-imiazol-2-ylethan-l-one (prepared from the 
5 appropriate acid chloride and 2-methylimidazole according to the procedure described in 
Macco et al., J. Org. Chem., 20:252 (1985), which is incorporated herein by reference) and 
DMFDMA (10 ml/mmol of ketone) was stirred at reflux for 12 hours. After concentration 
of this solution, the resulting solid was redissolved in DMF (10 ml/mmol). Cs 2 C0 3 (3 
mmol) and (2-(6-amino-5-nitro(2-pyridyl)amino)^ 4- 
10 methylbenzenesulfonate (1.5 mmol) were added, and the mixture stirred for 8 hours at 
100°C. The mixture was cooled, filtered and the filtrate diluted with ethyl acetate and 
washed with saturated aqueous sodium bicarbonate. Concentration of the organic layers 
yielded [2-[(6-ammo-5-mtro(2-pyridyl))ammo 
2-ylpyrimidin-2-yl] amine. 

15 Example 48 

Synthesis of 4-f 5-inudazol-2-yl-2-({2-r(5-m 

yllbenzenecarbonitrile 
A solution of 4-(2-midazol-2-ylacetyl)benzenecarbomtrile (prepared from the 
appropriate acid chloride and 2-methylimidazole according to the procedure described in 

20 Macco et aL, J. Org. Chem., 20:252 (1985) and DMFDMA (10 ml/mmol of ketone) was 
stirred at reflux for 12 hours. After concentration of this solution, the resulting solid was 
redissolved in DMF (10 ml/mmol). Cs 2 Cb 3 (3 mmol) and (2-(5-nitro(2- 
pyridyl)amino]ethyl)carboxamidinium 4-methylbenzenesulfonate (1 .5 mmol) were added, 
and the mixture stirred for 8 hours at 100°C. The mixture was cooled, filtered and the 

25 filtrate diluted with ethyl acetate and washed with saturated aqueous sodium bicarbonate. 
Concentration of the organic layers yielded 4-[5-imidazol-2-yl-2-({2-[(5-nitro(2- 
pyridyl)amino]ethyl}amino)pyrimM 

Example 49 

Synthesis of 4-r2-({2-r(6-amino-5-ni1xo(2-pyridyl))amino]ethyl}amino)-5-imidazol-2- 
30 ylpyrimidin-4-yllbenzenecarbonitrile 

A solution of 4-(2-midazol-2-ylacetyl)benzenecarbonitrile (prepared from the 
appropriate acid chloride and 2-methylimidazole according to the procedure described in 
Macco et al., Org. Chem., 20:252 (1985) and DMFDMA (10 ml/mmol of ketone) was 
stirred at reflux for 12 hours. After concentration of this solution, the resulting solid was 
35 redissolved in DMF (10 ml/mmol). Cs 2 C0 3 (3 mmol) and (2-(6-amino-5-nitro(2- 
pyridyl)amino)ethyl)carboxainidinium 4-methylbenzenesulfonate (1.5 mmol) were added, 
and the mixture stirred for 8 hours at 100°C. The mixture was cooled, filtered and the 
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filtrate diluted with ethyl acetate and washed with saturated aqueous sodium bicarbonate. 
Concentration of the organic layers yielded 4-[2-({2-[(6-amino-5-nitro(2-pyridyl))- 
ammo] ethyl} ammo)-5-iim 

Example 50 

5 Synthesis of Ethyl 2-({24(5-mtro(2-pyridyl))amino 

5-carboxylate 

This compound was prepared from ethyl 3-oxo-3-(4-pyridyl)propanoate and 
amino[2-[(5-nitro(2-pyridyl)amino]ethyl} carboxamidinium 4-methylbenzenesulfonate in 
accordance with Solution Method A. 
10 HPLC: 17.78 min (90% purity) 

NMR(300 MHz, 5/1 acetomtrile-d 3 /D 2 0): 8.85 (d, 1H), 8.82 (s, 1H), 8.80 (d, 2H), 8.01 
(dd, 1H), 7.38 (d, 2H), 6.43 (d, 1H), 4.10 (q, 2H), 3.60-3.80 (m, 4H), 1.06 (t, 3H). 

Example 51 

Synthesis of Ethyl 4-(3-mtrophenyl)-2-ir2-(2-pyridyla^ 
15 carboxylate 

This compound was prepared from ethyl 3-oxo-3-(3-nitrophenyl)propanoate and 
axriino[2-(2-pyridylamino)etliyl]carboxamidinium 4-methylbenzenesulfonate in accordance 
with Solution Method A. 
HPLC: 21 .25 min (90% purity) 
20 MS: MH+ = 409 C^Hi^C^ = 408 g/mol 

Example 52 

Synthesis of Ethyl 2<{2-r(5-ni1ro(2-pyridyl))amino1ethyl}amino)-4-r4- 
(trifluoromethoxy)phenyllpyrimidine-5-carboxylate 
This compound was prepared from ethyl 3-oxo-3-(4- 
25 trifluoromethoxyphenyl)propanoate and amino [2-[(5-nitro(2-pyridyl)ainino]ethyl} - 
carboxamidinium 4-methylbenzenesulfonate in accordance with Solution Method A. 
HPLC: 22.50 min (91% purity) 
MS: MH + = 493 C 21 Hi9N 6 OsF3 = 472 g/mol 

Example 53 

30 Synthesis of Ethyl 4-(3,4-difluorophenyl)-2-({2-r(5-nitro(2- 

pyridyl))amino1ethyI > amino)pyrimidine-5-carboxylate 
This compound was prepared from ethyl 3-oxo-3-(3,4-difluorophenyl)propanoate 
and ammo[2-[(5-mtro(2-pyridyl)ammo]eth^ 4-methylbenzenesulfonate 
in accordance with Solution Method A. 
35 HPLC: 17.96 min (100% purity) 

MS:MH+ = 445 C2oHi 8 N 6 04F2 = 444 g/mol 
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Example 54 

Synthesis of ethyl 444-(methylsulfonyl^ 

pyridyl))amino1ethyl)amino)pyrimidine-5-carb 
This compound was make from ethyl 3-(4-methylsulfonylphenyl)-3-oxopropanoate 
and amino[2-[(5-ni1ro(2-pyridyl)amino]ethyl}carboxanndiniimi 4-methylben2enesulfonate 
in accordance with Solution Method A. 
HPLC: 11.21 min (100% purity) 
MS: MH + = 487 C 21 H 2 2N 6 0 6 S = 486 g/mol 

Example 55 

Synthesis of Ethyl 4-(4-meQiylthiophenyl)-2-({2-r(5>nitro(2- 
pyridyl))aminolethyl } amino)pyrimidine-5~carboxylate 
This compound was prepared from ethyl 3-(4-methylthiophenyl)-3-oxopropanoate 
and amino[2-[(5-nitro(2-pyridyl)amino]ethyl}carboxamidinium 4-methylbenzenesulfonate 
in accordance with Solution Method A. 
HPLC: 17.26 min (92% purity) 
MS:MH + = 455 C 21 H22N 6 0 4 S = 454 g/mol 

Example 56 

Synthesis of Ethyl 4-r4-(dimethylammo)phenyn-2-^^ 
pyridyl))ariiino1ethyl>amino)pyririiidine- 
This compound was prepared from ethyl 3-(4-dimethylaminophenyl)-3- 
oxopropanoate and amino[2-[(5-mtro(2-pyridyl)amino]ethyl}carboxamid 4-methyl- 
benzenesulfonate in accordance with Solution Method A. 
HPLC: 9.0 min (90 % purity) 
MS : MH + = 452 C22H25N7O4 = 45 1 g/mol 

Example 57 

Synthesis of Ethyl 2-({2-r(6-ainino-5-mtro(2-pyridyl))amino1ethyl|amino)-4-(4- 
cyaQophenyl)pyrimidine-5-carboxylate 
This compoimd was prepared from ethyl 3-(4-cyanophenyl)-3-oxopropanoate and 
amino {2-[(6-amino-5-nitro(2-pyridyl))ainino]ethyl} carboxamidinium 4-methylbenzene- 
sulfonate in accordance with Solution Method A. 
HPLC: 25.2 1 min (83% purity) 
MS: MH + = 449 C 2 iH2oN 8 0 4 = 448 g/mol 
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Example 58 

Synthesis of Ethyl 4-(4-inudazoM^^ 

pyridyl))amino1ethyl> amino)pyrimidine-5-carboxylate 
This compound was prepared from ethyl 3-[4-(l-imidazolyl)phenyl]-3- 
5 oxopropanoate and amino[2-[(5-nitro(2-pyridyl)amino]ethyl}carboxamidim^ 4-methyl- 
benzenesulfonate in accordance with Solution Method A. 
HPLC: 18.50 min (91% purity) 
MS: MH + = 475 C^H^NgCU = 474 g/mol 

Example 59 

10 Synthesis of Ethyl 4-(4-ethylphenyl)-2-({2-r(5-nitror2- 

pyridyl))amino1ethyl> amino)pyrimidine-5-carboxylate 
This compound was prepared from ethyl 3-(4-ethylphenyl)-3-oxopropanoate and 
amino[2-[(5-nifro(2-pyridyl)amino]ethyl} carboxamidinium 4-methylbenzenesulfonate in 
accordance with Solution Method A. 
15 HPLC: 32.45 min (95% purity) 

MS: MH + = 437 Q^IS^ = 436 g/mol 

The following additional compounds were prepared according to Solution Method 
A using the appropriate carbonyl containing compound and guanidine. 

Ethyl 4-(2-furyl)-2-[(2-(2-pyridyl)ethyl)ainino]pyrimi 

20 Ethyl 4-(3-mtrophenyl)-2-[^ 

Ethyl 4-(4-fluorophenyl)-2-[(2-(2-pyri^ 

Ethyl 4-(4-methoxyphenyl)-2-[(2-(2^ 

Ethyl 4-(4-cyanophenyl)-2-[(2-(2-pyridyl)ethyl)amino]pyriiiiidm 

2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} ainino)-4-(4-nitrophenyl)pyrimidine-5-carboxylic 
25 acid 

Ethyl 4-(4-fluorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidine-5- 
carboxylate 

Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(3-quinolyl)pyrimidine-5- 

carboxylate 

30 Ethyl 2-({2-[(5-mtro(2-pyridyl))am pyrimidine-5- 
caiboxylate 

Methyl 2-({2-[(5-nitro(2-pyridyl))a^ 
carboxylate 
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Ethyl 2-({2-[(5Haitro(2-pyridyl))amm^ pyrimidine-5- 
carboxylate 

Ethyl 4-p,5-bis(trifluoromethyl)phenyl]-2-({2-[(5-nitro(2-pyridyl))aim 
pyrimidine-5-carboxylate 

5 Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} ainino)-4-[4-(trifluoromethyl) phenyl]- 
pyrimidine-5-carboxylate 

Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-[3-(trifluoromethyl) phenyl] - 
pyrimidine-5-carboxylate 

Ethyl 4-(5-bromo(3-pyridyl))-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidine-5- 
10 carboxylate 

Ethyl 4-(2,4~difluorophenyl)-2-({2-[(5-nitro^ pyrimidine-5- 
carboxylate 

Ethyl 4-(2 9 4-dichlorophenyl)-2-({2-[(5-nito pyrimidine-5- 
carboxylate 



1 5 Ethyl 4-(4-cyanophenyl)-2- {[2-(pyrinndin-2-ylamino)ethyl^ 

carboxylate 

Ethyl 4-(4-methoxyphenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5- 
carboxylate 

Ethyl 4-(3-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}amino) pyrimidine-5- 
20 carboxylate 

Ethyl 4-(4-cyanophenyl)-2-( {2-[(4-nitrophenyl)amino]ethyl} amino)pyrimidine-5- 

carboxylate 

Ethyl 4-(3-fluorophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}amino pyrimidine-5- 



carboxylate 

25 Ethyl 4-(33-dicMorophenyl)-2-({2-[(5-mto pyrimidine-5- 
carboxylate 

4-[5-(methylsulfonyl)-2-( {2-[(5-ni1ro(2-pyridyl))aniino]ethyl} amino)pyriiDridin-4- 
yl]benzenecarbonitrile 

Ethyl 2-({2-[(5-nitro(2-pyridyl))amino]^ pyrimidine-5- 
30 carboxylate 

Ethyl 4-(4-chlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))ainino]ethyl} amino) pyrimidine-5- 
carboxylate 

Ethyl 4-(4-bromophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidine-5- 
carboxylate 
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Ethyl 4-naphthyl-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidiiie-5-carboxylate 

Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(4-phenylphenyl) pyrimidine-5- 
carboxylate 

Ethyl 4-(2H-benzo[3,4-d] 1 ,3-dioxolen-5-yl)-2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} - 
amino)pyrimidine-5-carboxylate 

Ethyl 4-(4-butoxyphenyl)-2<{2-[(5-nitro(2-pyridyl))anim pyrimidine-5- 
caiboxylate 

6-[(2- { [4-(4-cyanophenyl)-5-(ethoxycarbonyl)^^ ethyl) amino]- 
pyridine-3-carboxylic acid 

tert-Butyl 4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}an^ pyrimidine-5- 
carboxylate 

tert-Butyl 6-[(2-{[4-(4-cyanophenyl)-5-(ethoxycaA^ 
amino]pyridine-3-carboxylate . 

Methyl 4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidine-5- 
carboxylate 

Methyl 6-[(2-{[4-(4-cyanophenyl)-5-(e 
amino]pyridine-3 -carboxylate 

Ethyl 4-(4-cyanophehyl)-2-[(2-{[5-(morpholin-4-ylcarbonyl)(2-pyridyl)] amino}- 
ethyl)anuno]pyriinidine-5-carboxylate 

Ethyl 4-(4-cyanophenyl)-2-[(2-{[5-(N-ethylcarbamoyl)(2-pyridyl)]aim 
amino]pyrimidine-5-carboxylate 

4-[5-nitro-2-( {2-[(5-nitxo(2-pyridyl))amino]ethyl} airdno)pyrimidin-4-yl] benzene- 
carbonitrile 

Ethyl 4-(4-cyanophenyl)-2- {[2-( {5-nitro-6-[benzylamino](2-pyridyl)> amino) ethyl]- 
amino}pyrimidine-5-carboxylate 

Ethyl 4-[4-(4-methylpiperaziny^ ethyl}- 
amino)pyrimidine-5-carboxylate 

Ethyl 2-( {2-[(5-cyano(2-pyridyl))amino]ethyl} amino)-4-(4-cy anophenyl) pyrimidine-5- 
carboxylate 

Ethyl 4<4-cyanophenyl)-2-[(2-{[6-(me^ 
amino]pyrimidine-5-carboxylate 

Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(4-(l ,3-oxazol-5-yl)phenyl)- 

pyrimidine-5-carboxylate 
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Ethyl 2-({2-[(4-amino-5-nitropyrimidin-2-yl)aroino]eth^ 
pyrimidine-5-carboxylate 

Ethyl 2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(4-(l ,3-oxazol-5- 

yl)phenyl)pyrimidine-5-carboxylate 

5 Ethyl 4-[4-(methylethyl)ph^ 
pyrimidine-5-carboxylate 

Ethyl 4-[4-(tert-butyl)phenyl]-2-({2-[(5-m^ pyrimidine- 
5-carboxylate 

Ethyl 4-(3,4-dicMorophenyl)-2-({2-[(5-nitro^ pyrimidine-5- 
10 carboxylate 

Ethyl 4-(3,4-dimethoxyphenyl)-2-({2-[(5-nito pyrimidine- 
5-carboxylate 

Ethyl 4-[4-(diethylaimno)phenyl]^ 
pyrimidine-5-carboxylate 

1 5 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(2 ? 4 5 6-trichlorophenyl) pyrimidine-5- 
carboxylic acid 

Ethyl 4-(4-methylphenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidine-5- 
carboxylate 

Ethyl 4-(2-naphthyl)-2-({2-[(5-rrifr^ 
20 carboxylate 

Ethyl 4-(3 5 4-dimethylphenyl)-2-({2^ pyrimidine- 
5 -carboxylate 

Ethyl 2-( {2-[(4-airdno-5-cyanopyriirddiii-2-yl)amino]ethyl} amino)-4-(4- 

cyanophenyl)pyrimidine-5-carboxylate 

25 4-(2-methoxyphenyl)-2-({2-[(5-m^ 

carboxylic acid % 

Ethyl 4-(4-cyanophenyl)-2- {[2-(3-methoxyphenyl)ethyl]aoiino}pyi±andm^ 

2-( {2-[(6-amino-5-iutro(2-pyridyl))aiiiino] ethyl} amino)-4-(3 ,4-dichlorophenyl) 
pyiimidine-5-carbonitrile 

30 4-(3,4-dichlorophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}amino) pyrimidine-5- 
carbonitrile 

Ethyl 2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)-4-(4-( 1 ,2,4-triazol-4-yl) 
phenyl)pyrimidine-5-carboxylate 
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25 



30 



35 



2-({2-[(6-a m iBo-5-mtro(2-^ 

pynmidme-5-carbonitrile 

^ (2 '^^o£S^ pyrimidme-5- 

2-({2-[(6-a m ino-5-nitro(2-pyridyl))amino]ethyl}amino)^(2,4-d^ 
pynmidine-5-carboxylic acid 

Ethyl ^j*^^ pyrimidine-5- 

Example 60 
Solution Phase Synthesis 
(Solution Method 

A ketone with a CH 2 or CH 3 group adjacent to the carbonyl group was heated in 
neat N,N-dimetoylformamide dimethyl acetal (DMFDMA) at 90-1 10°C for 5 to 24 hours 
usually 8 to!4 hours. The excess DMFDMA was then removed by rotary evaporation to 
15 give the intermediate enaminoketone as an oil or solid. This intermediate could be 
crystallized if desired, but was usually used in crude form in the next reaction step. The 
enaminoketone was dissolved in an appropriate solent such as THF, ethanol, isopropanol 
or for syntheses where a higher reaction temperature was desired, in NMP (ca. 1-2 ml of 
solvent for 0.3- 1 mmol of starting ketone). 

This solution was then added to a mixture of a guanidine (1 equivalent) and a 
suitable base such as sodium ethoxide (freshly prepared), cesium carbonate or powdered 
sodium hydroxide. The usual combinations were cesium carbonate in THF or sodium 
ethoxide in ethanol or sodium hydroxide in isopropanol or cesium carbonate in NMP 
although other base and/or solvent combinations can be used. The reaction was then 
heated at 80-125°C (depending on the boiling point of the solvent) for 12 to 66 hours. 

Small scale (i.e., 0.2-1 mmol) reactions were conducted in screw cap vials The 
vials were placed into predrilled thermostated aluminum blocks (Digi-Block, Laboratory 
Devices, Holliston, Massachusetts) and shaken on a gyrotary shaker (Lab-Line Model 
G-2). After completion of the reaction, the vials were cooled, and their contents poured 
into dichloromethane or ethyl acetate, then washed with saturated aqueous sodium 
bicarbonate solution. The organic layer was concentrated in vacuo and the product was 
precipitated or crystallized, usually by addition of water to acctonitrile or ethanol solutions 
of the product. In some cases chromatographic purification was performed, either by semi- 
preparative HPLC or by radial chromatography using silica gel plates on a Chromatotron 
(Harrison Research, Palo Alto, CA) eluting with mixtures of dichloromethane and 
methanol. Larger scale reactions were performed in round bottom flasks using typical 
organic chemistry apparatus. 1 



20 
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Examples 61-66 describe the synthesis of compounds prepared pursuant to Solution 
Method B. 

Example 61 

Synthesis of r2-(2-pyridylamino)ethvl1(4-(3-pyridyl)pyrimidin-2-vl)amine 
5 3-Acetylpyridine (0.5 mmol) was heated with DMFDMA (300 jil) at 90°C for 8.5 

hours. The solvent was removed by rotary evaporation. The residue was dissolved in 
isopropanol (2 ml) and added to 170 mg (0.5 mmol) of amino[2-(2- 
pyridylamino)ethyl]carboxamidinium 4-methylbenzenesulfonate and powdered sodium 
hydroxide (70 mg). The mixture was heated at 85°C overnight, then concentrated in 

10 vacuo. The residue was taken up in dichloromethane and washed with a saturated aqueous 
sodium bicarbonate solution. The organic layer was concentrated in vacuo. The residue 
was taken up in acetonitrile. Addition of water gave a precipitate that was filtered off and 
dried to give the title compound. 
HPLC: 9.9 min (100% purity) 

15 NMR (300 MHz, 5/1 acetonitrile-d 3 /D 2 0, 75 °C): 9.20 (s, 1H), 8.65 (d, 1H) 5 8.2-8.4 (m, 
2H), 7.94 (d, 1H), 7.50 (dd, 1H), 7.38 (t, 1H), 7.10 (d, 1H), 6.50 (m, 2H), 3.70 (t, 2H), 3.50 
(t,2H) 

Example 62 

Synthesis of (5-Ethyl-4-phenylpyriinid-2-yl)r2-(2-pyridylamino)ethyl1amine 
20 Butyrophenone (0.5 mmol) was heated with DMFDMA (300 pi) at 90°C for 8.5 

hours. The solvent was removed by rotary evaporation. The residue was dissolved in 
isopropanol (2 ml) and added to 170 mg (0.5 mmol) of amino[2-(2- 
pyridylamino)ethyl]carboxamidinium 4-methylbenzenesulfonate and powdered sodium 
hydroxide (70 mg). The mixture was heated at 90°C overnight, then concentrated in 
25 vacuo. The residue was taken up in dichloromethane and washed with saturated aqueous 
sodium bicarbonate. The organic layer was concentrated in vacuo. The residue was taken 
up in acetonitrile. Addition of water gave a precipitate which was filtered off and dried to 
give the title compound. 
HPLC: 17.46 min (98% purity) 
30 MS:MH + =320 C 18 H 2 iN 5 = 319 g/mol 

Example 63 

Synthesis of r2-(2,5-dimethoxyphenyl)ethyl1(4-(3-pyridy^ 

.Step 1: 2,5-Dimethoxyphenethylamine (1.08 g, 6 mmol) was shaken with 
benzotriazole carboxamidinium 4-methylbenzenesulfonate (2.0 g, 6 mmol) and DIEA 
35 (1.05 ml, 6 mmol) in dry acetonitrile (10 ml) at room temperature overnight Addition of 
ether resulted in the precipitation of amino[2~(2,5-dimethoxyphenyl)ethyl]- 
carboxamidinium 4-methylbenzenesulfonate as a white solid. 
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Step 2: 3-Acetylpyridine (37 mg, 0.3 mmol) was heated at 100°C in DMFDMA (1 
ml) for 8 hours. The solvent was removed by rotary evaporation and the residue was 
dissolved in dry THF (2 ml) and added to a mixture of cesium carbonate (160 mg) and 120 
mg (0.3 mmol) of the guanidine prepared in Step 1. The mixture was then heated at 80°C 
5 overnight, then concentrated in vacuo. The residue was then taken up in dichloromethane 
and washed with a saturated aqueous sodium bicarbonate solution. The organic layer was 
concentrated in vacuo. The residue was taken up in ethanol (2 ml). Addition of water 
gave a precipitate which was filtered off and dried to give the title compound. 
HPLC: 18.03 min (100% purity) 
10 MS:MH + =337 Q9H20N4O2 = 336 g/mol 

Example 64 

Synthesis of r4-(4- Morpholm-4-ylphenvnpvrmiidin-2-vll (2-r(5-nitro(2- 
pyridyl))amino1ethyl> amine 
4-Morpholinoacetophenone (0.633 g, 2.5 mmol) was heated at 100°C in 4 ml of 
15 DMFDMA for 9 hours. The mixture was concentrated to a viscous oil by rotary 
evaporation. The oil was redissolved in isopropanol (10 ml) and treated with amino[2-[(5- 
nitro(2-pyridyl)animo]ethyl}carboxanndinium 4-methylbenzenesulfonate (1.0 g, 2.5 
mmol) and powdered sodium hydroxide (200 mg). This mixture was heated at 80°C 
overnight. The cooled mixture was diluted with dichloromelhane and washed with 
20 saturated aqueous sodium bicarbonate solution. The organic layer was concentrated in 
vacuo, the dissolved in acetonitrile. The product was precipitated by addition of water. 
The brown solid was recrystalized from isopropanol to give the title compound. 
M.P. 223-225°C (with decomposition) 

Elemental Analysis; C21H23N7O3 . 0.7 H 2 0 requires C 58.10 H 5.66 N 22.59 
25 found C 58.02 H 5.30 N 22.39 
HPLC: 20.85 min (100% purity) 
MS: MH 4 = 422 g/mol (FW=421) 

NMR (DMSO-dg): 3.30 (m, 4H), 3.60 (m, 4H), 3.75 (m, 4H), 6.58 (d, 1H), 6.95 (m, 3H), 
8.00 (d, 2H), 8.10 (d, 1H), 8.25 (d, 1H), 8.90 (s, 1H) 

30 Example 65 

Synthesis of r 4-(2 1 4- mchlorophenvl)-5-emvlpyrimid-2-vn (2-r(5-nitro(2- 

pyridvl)>anunolethvl}amine 
Step 1: A mixture of 2,4-dichlorobenzoyl chloride (4.5 g) and copper (I) iodide 
(200 mg) in dry THF (30 ml) was cooled to -20°C under argon. Then a solution of n- 
35 propyl magnesium chloride (2 M in ether, 1 1 .0 ml) was added dropwise. Ten minutes after 
addition was complete, the cooling bath was removed and the mixture stirred for 1 hour. 
Water was carefully added, followed by extraction with toluene. The toluene layer was 
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washed with dilute HC1, water, saturated sodium bicarbonate solution, dried and 
concentrated in vacuo to give l-(2,4-dichlorophenyl)butan-l-one (4.0 g). 

Step 2: The ketone from Step 1 (108 mg, 0.5 mmol) was heated at 95°C overnight 
with DMFDMA (1.5 ml). The solvent was removed in vacuo and the residue was 
5 dissolved in dry ethanol (2 ml) and added to a mixture of amino[2-[(5-nitro(2- 
pyridyl)amino]ethyl}carboxamidiniinn 4-methylbenzenesulfonate (200 mg), 1.0 M sodium 
ethoxide (0.6 ml) and dry ethanol (2 ml). This mixture was heated at 85°C overnight, then 
concentrated in vacuo, redissolved in dichloromethane and washed with saturated sodium 
bicarbonate solution. The organic layer was concentrated in vacuo. The residue was 
10 purified by chromatography on silica gel using 10% methanol in dichloromethane to give 
an oily product. Lyophilization from acetonitrile/water gave the title compound as a solid. 
HPLC: 29.56 (85% purity) 
MS:MH + = 433 Ci 9 H 18 N 6 Cl 2 02= 432 g/mol 

Example 66 

15 Synthesis of r4^(4-imidazolylphenyl)pyriinidin--2-yll {2-r(5-nitro(2- 

pyridyl)) amino] ethyl ) amine 
4-(l-Imidazolyl)acetophenone (57 mg, 0.3 mmol) was heated with DMFDMA (1 
ml) for 8 hours at 105°C. The solvent was removed in vacuo and the residue was 
dissolved in dry THF (2 ml) and added to a mixture of amino[2-[(5-nitro(2- 

20 pyridy^aminojelhyllcarboxamidini-um 4-methylbenzenesulfonate (120 mg, 0.3 mmol) and 
cesium carbonate (200 mg) and heated overnight at 80°C, then concentrated in vacuo, 
redissolved in dichloromethane and washed with a saturated sodium bicarbonate solution. 
The organic layer was concentrated in vacuo. The residue was purified by crystallization 
to give the title compound. 

25 HPLC: 15.17 min (100% purity) 

NMR (300 Mhz, DMSO-d 6 ): 8.90 (s, 1H), 8.38 (d, 1H), 8.30 (s, 1H), 8.22 (d, 2H), 8.05 (d, 
1H), 7.75 (d, 2H), 7.20 (s, 1H), 7.15 (d, 1H), 6.58 (d, 1H), 3.60 (m, 4H). 

The following additional compounds were similarly prepared according to Solution 
Method B by varying the ketone and guanidine used: 

30 (4-phenylpyrimidin-2-yl)(2-(2-pyridyl)ethyl)amine 

4-(2- { [2-(2-pyridylamino)ethyl] amino } pyrimidin-4-yl)benzenecarbonitrile 

(4-phenylpyrimidin-2-yl)[2-(2-pyridylamino)ethyl]amine 

4-{2-[(2-(2-pyridyl)ethyl)amino]pyrimidin-4-yl}benzenecarbom 

[4-(4-nitrophenyl)pyrimidin-2-yl][2-(2-pyridylamino) 
35 [4-(4-imidazolylphenyl)pyrimidm^ 
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[4-(3,4-difluorophenyl)pyrimidm^ 

[2-(2-pyridylamino)ethyl] {4-[4-(trifluoromethoxy)phenyl]pyrimdin-2-yl} amine 
[4-(2,4-dicUorophenyl)pyrimidin-2-yl] [2-(2-pyridylamino)ethyl] amine 
[4-(4-cWorophenyl)-5-methylpyrimidin-2-yl][2-(2-pyri 
[4-(4-methyM-pheaiylpyra^ 

3- [2-({2-[(5-nitro-2-pyridyl)amino]e 

[4-(2 5 4-dimethyl(l ,3-tMazol-5-yl))pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]- 
ethyl} amine 

{2-[(5-nitro(2-pyridyl))amiM 

[4-phenyl-5-benzylpyrimidin-2-yl^^^ 

4- [2-({2-[(5-ni1ro-2-pyridyl)amino]ethyi}ainino)pyrinn 

{4-[4-(4,5-dicWoroimidazol-2-y^^ 
ethyl} amine 

4-(2-{[2-(2,5-dimethoxyphenyl)ethyl]ai^ 

[2-(2,5-dimethoxyphenyl)ethyl](4-(3-^^ 

[4-(4-benzunidazolylp^ 

4-[5-imidazolyl-2-({2-[(5-nitro^ 
carbonitrile 

4-[2-( {2-[(6-amino-5-nitro(2-pyridyl))amino] ethyl} amino)-5-iinidazolylpyrirnidin-4- - 
yl]benzenecarbonitrile 

[4-(2 5 4-dicUorophenyl)-5-imidazolylpyrimidin-2-yl]{2 
ethyl} amine 

{2-[(6-ammo-5-mtro(2-pyrid 
pyrimidin-2-yl]amine 

[4-(2,4-dimethylphenyl)-5-iinidazolylpyriimdin-^ 
ethyl} amine 

ethyl 4-[2-( {2-[(5-nitro-2-pyridyl)amino] ethyl } amino)pyrimidin-4-yl]benzoate 
4-(2-{[3-(4^phenylimidazolyl)propyl]amino}pyrimidm 
(3-benziirddazolylpropyl)[4-(4-imidazolylphenyl)^ 
N-{4-[2-({2-[(5-nitro-2-pyridyl)an^ 
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Example 67 

Synthesis of r5-(4-(Fluorophenvnp\Timidin-2-vll { 2- C(5-nitro(2- 
Dvridvl))ammo1emvl} amine 
(Solution Method C) 

5 Step 1- Dry DMF (22 ml) was cooled to 0°C under argon. Phosphorous 

oxychloride (9.2 g) was added dropwise to the cooled DMF. The mixture was removed 
from the cooling bath and stirring continued for 1 hour. Then, 4-fluorophenylaceuc acid 
(3 08 g, 20 mmol) was added as a solid and the mixture was heated at 85°C for 6 hours. 
After the mixture was cooled to room temperature it was poured onto approximately 100 g 
10 of ice with stirring. A solution of sodium perchlorate monohydrate (3.66 g) in water (10 
ml) was added. The precipitated solid was filtered, washed with water and dried in vacuo 
to give [(2-E^)-3Kdimemylammo)-2<4-fluorophenyl)prop-2-enylidene]dimethyl- 
ammonrum perchlorate. This procedure is described in Church et al., J. Org. Chem., 
60:3750 (1 995), which is incorporated herein by reference. 
15 Step 2- The vinylogous amidinium salt obtained in Step 1 (100 mg, 0.3 mmol) was treated 
with dry ethanol (2 ml) and ammo{2-[(5-mtro(2-pyridy»^ 4- 
methylbenzenesulfonate (180 mg, 0.45 mmol). Then, 0.45 ml of a 1.0 M solution of 
sodium ethoxide in ethanol was added and the mixture was shaken 0.5 hours at room 
temperature. Another 0.3 ml of sodium ethoxide solution was added, followed by heating 
20 at 70°C for 2 hours. The solvent was removed in vacuo. The residue was partitioned 
between dicbloromethane and water. The organic layer was dried and concentrated in 
vacuo, then the resulting residue was dissolved in acetonitrile. Addition of water to the 
residue/acetonitrile mixture caused the title compound to precipitate as an orange solid. 
HPLC: 18.49 min (80% purity) 
25 NMR (300 MHz, DMSO-d 6 : 8.90 (d, 1H), 8.60 (s, 2H), 8.12 (dd, 1H), 7.65 (m, 2H), 7.24 

(m, 2H), 6.60 (d, 1H), 3.58 (m, 4H) 

Example 68 

Synthesis of Ethvl 4-r(2,4-dichlorophenvl)amino1-2-({2- r(5-nitro(2- 
pvridvl)aminol em ynammo^Pvrimidin e-5-carboxvlate 
30 (Solution Method D) 

Step 1: Ethyl 2,4-dicUoropyrimidine-5-carboxylate (0.49 g, 2 mmol) and 2,4- 
dichloroaniline (0.33 g, 2 mmol) and DIEA (0.35 ml, 2 mmol) in acetonitrile (6 ml) were 
heated at 80°C for 36 hours. The mixture was cooled and the crystalline product, ethyl 4- 
[(2 4-dicluorophenyl)ammo]^^^ °- 54 S ™» filtered off. 

35 NMR ( 300 MHz,CDCl 3 ): 8.90 (s, 1H), 8.44 (d, 1H), 7.45 (d, 1H), 7.32 (dd, 1H), 4.45 (q, 
2H),1.45(t,3H)]. 
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Step.2: The pyrimidine from Step 1 (69 mg, 0.2 mmol) was heated with DIEA 
(1 00 ylS), and (2-ammoethyl)(5-hitro(2-pyridyl))amine (36 mg, 0.2 mmol) in NMP (3 ml) 
at 105°C for 14 hours. The reaction was cooled, poured into water and extracted with ethyl 
acetate. The organic layer was separated, washed with Water, dried, then concentrated in 
vacuo. The crude product was purified by radial chromatography on silica gel, followed 
by. crystallization from a mixture of acetonitrile, methanol and water to give colorless 
crystals. 

HPLC: 30.32 min (>95% purity) 

MS: MH 4 = 492-494 (cluster) C 20 H 19 N 7 O 4 Cl 2 = 492 g/mol 

Example 69 

Syn&esisoftert-Burvl6-r(2^ 

yl1ammo)emvl)anmio1p^dine-3-carhoyv1 a t P . 
Step 1: 6-Chloro-pyridine-3-carboxyhc acid (5.6 g, 36 mmol) was treated with 
U'-carbonyldiimidazole (6.93 g, 42 mmol) in DMF (40 ml) at 40°C for 1 hour Then t- 
butanol (9.5 ml, 0.11 mol) and l,8-Diazabicyclo[5.4.0]undec-7-ene (DBU) (5 38 ml 36 
nnnol) were added and heating continued overnight. The mixture was cooled to room 
temperature and diluted with ether (300 ml). The mixture was extracted once with water 
The aqueous layer was back-extracted twice with dichloromethane. The combined organic 
layers were washed with a saturated aqueous citric acid solution, dried and concentrated in 
20 vacuo to give a cream colored solid (7.07 g). 

(NMR (300 MHz, CDC1 3 ): 8.92 (d, 1H), 8.20 (dd, 1H), 7.40 (d, 1H), 1.60 (s, 9H)). 

The terf-butyl 6-chloropyridine-3-carboxylate was heated with efoylenediamine (20 
ml) at 80°C overnight. The solvent was removed in vacuo. The residue was partitioned 
between dichloromethane and 2.5 M aqueous sodium hydroxide solution. The aqueous 
layer was extracted a further three times with dichloromethane. The combined organic 
layers were washed with water, dried and concentrated in vacuo to give tert-butyl 6-r(2- 
annnoemyl)amino]pyridine-3-carboxylate 

X, w ^ CDCl3>; 8 (S> lH> ' 7 ^ 1H) - M0 <4 IH) " 3 42 2H >' 2 96 On. 
1.70 (s, 9H) 

Step 2: t-Butyl 6-[(2-ammoemyl)ammo]pyridine-3-carboxylate (1.42 g, 6 mmol) 
benzotnazole carboxamidinium 4-methylbenzenesulfonate (2.0 g, 6 mmol) and DIEA 
(1.05 ml, 6 mmol) were shaken in a mixture of dry acetonitrile (10 ml) and DMF (2 ml) 
overnight Ether was added, followed by cooling 4 days at 4°C. The solid was filtered off 
and dried in vacuo to give tert-butyl 6-{[(2-(anfrdmoammomum)efoyl]amino}pyridine-3- 
carboxylate 4-methylbenzenesulfonate (1 87 g) 

NMR (30C .MHz, DMSO-d 6 : 8.55 (br s, 1H), 7.80 (d, 1H), 7.55 (d, 2H), 7.10 (d, 2H), 6.50 
(d, 1H), 3.50 (m, 2H), 3.30 (m, 2H), 2.30 (s, 3H), 1 .52 (s, 9H). 
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Step 3: Ethyl 3-(4-cyanophenyl)-3-oxopropanoate (217 mg, 1.0 mmol) was heated 
with DMFDMA (200 pi) in dry THF (2 ml) at 70°C for 5.5 hours. To the cooled solution 
was added tert-butyl 6-{[(2-(amidinoammonium)ethyl]am 4- 
methylbenzenesulfonate (451 mg, 1.0 mmol) along with dry ethanol (4 ml) and 1.0 M 
5 sodium ethoxide in ethanol (1.2 ml). The mixture was heated at 80°C overnight. The 
solvents were removed in vacuo. The residue was partitioned between dichloromethane 
and the saturated aqueous sodium bicarbonate solution. The organic layer was 
concentrated in vacuo. The residue was dissolved in acetonitrile. Addition of water gave 
the title compound as a solid (230 mg). 
10 HPLC: 25.90 min (80% purity) 

MS: MH + = 489 C26H28N6O4 = 488 g/mol 

Example 70 

Synthesis of 6-r(2-{r4-(4-cyanophenyl)-5-ethoxycarbonyl)pyriinidin-2- 
yllamino)ethyl)aminolpyridine-3-carboxylic Acid 
1 5 ferf-Butyl 6-[(2r { [4-(4-cyanophenyl)-5-ethoxycarbonyl)pyrimidin-2- 

yl]amino}ethyl)aniino]pyridine-3-carboxylate (prepared in Example 62, 220 mg) was 

shaken with 100% TFA for 1 hour at room temperature. The TFA was removed in vacuo. 

The residue was dissolved in acetonitrile and water was added. No precipitate formed. 

Several drops of concentrated ammonium hydroxide were added. Then glacial acetic acid 
20 was added dropwise until white solid formed. The mixture was then filtered to give the 

title compound as a white solid (1 80 mg, after drying). 

MS:MH + = 433 C22H 2 oN 6 0 4 = 432 g/mol 

NMR (300 MHZ, DMSO-d 6 ): 8.80 (s, 1H), 8.58 (s, 1H), 7.85 (d, 2H) , 7.80 (m, 1H), 
7.60 (d, 2H), 6.50 (d, 1H), 4.05 (q, 2H), 3.55 (m, 4H), 1.05 (t, 3H). 

25 Example 71 , 

Synthesis of Methyl 6-r(2-(r4-(4-cyanophenyl)-5-e1hoxycarbonyl)pyrimidin-2-- 
yllamino) ethyl)aminolpyridine-3-carboxylate 
Step 1 : 6-[(2- {[4-(4-cyanophenyl)-5-ethoxycarbonyl)pyrimidin-2-yl]amino} ethyl)- 
amino]pyridine-3-carboxylic acid (prepared in Example 70, 120 mg) was dissolved in 
30 thionyl chloride (3 ml) and then warmed at 50°C for 0.5 hours. The solvent was removed 
in vacuo to give crude ethyl 2-({2-[(5-(chlorocarbonyl)(2-pyridyl))amino]ethyl}amino)-4- 
(4-cyanophenyl)pyrimidine-5-carboxylate. This compound was dissolved in dry 
dichloromethane (4 ml). 

Step 2: The acid chloride solution prepared in Step 1 (1.0 ml) was treated with dry 
35 methanol (1 ml). After standing approximately 1 hour at room temperature, the solvent 
was removed in vacuo to give the title compound. 
HPLC: 20.90 min (95% purity) 
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MS: MH + = 447 C^HaNgC^ = 446 g/mol 

Example 72 

Synthesis of Et fayl 4-(4-cvanophenvl)-2-r(2-ir5-(morpholin-4-vlcarbonvnr2- 
pyridyDlamino } ethyl)ammo1pvrimidine-5-carboxylate 

The solution of ethyl 2-({2-[(5-(cMorocari)onyl)(2-pyridyl))ammo]ethyl}amino)-4- 
(4-cyanophenyl)pyrimidine-5-carboxylate in dichloromethane prepared in Step 1 of 
Example 71 (1.0 ml) was treated at room temperature with a solution of morpholine (150 
uL) in dichloromethane (1 ml). After 1 hour the solvent was removed in vacuo to give the 
title compound. 

HPLC: 19.63 miri (96% purity) 

MS : MH + = 502 C26H27N7O4 = 501 g/mol. 

Example 73 

Synthesis o f Ethyl 4-r4-cyanophenvl-2-ir2-((5-nitro-6rben2ylaminoir2- 
pyridvl))a mmo)emyllamino)pyrimidine-5-carboxvlate 
Step 1: 6-<^oro-3-mtro(2-pyridyl))benzylamine was prepared in accordance with 
the method described in von Bebenberg, Chemiker-Zeitung, 103:387 (1979), which is 
incorporated herein by reference. This amine (1.8 g) was heated with emylenediamine (5 
ml) in acetonitrile (15 ml) at 100°C for 3.5 hours. The solvent was removed in vacuo and 
the residue was partitioned between dichloromethane and 2.5 M aqueous sodium 
hydroxide solution. The aqueous layer was extracted 3x further with dichloromethane. 
The combined organic layers were washed with a saturated sodium chloride solution, dried 
and concentrated in vacuo to give a yellow solid. 

NMR (300 MHz, CDC1 3 ): 8.10 (d, 1H), 7.2-7.4 (m, 5H), 5.80 (s, 1H), 4.80 (AB q, 2H), 
3.42 (m, 2H), 2.85 (m, 2H). 

Step 2: The amine from Step 1 (1.31 g) was treated with benzotriazole 
carboxamidinium 4-methylbenzenesulfonate (1.52 g) and DIEA (800 ul) in acetonitrile (15 
ml) at room temperature overnight. The mixture was diluted with ether, then filtered to 
give the guamdine, amino [2-({5-nitro-6-[benzylanimo](2-pyridyl)}amino)ethyl]- 
carboxamidinium 4-methylbenzenesulfonate, as a yellow solid. 

NMR (300 MHz, DMSO-de): 8.02 (d, 1H), 7.72 (d, 2H), 7.30-7.40 (m, 5H), 7.10 (d, 2H), 
6.00 (d, 1H), 4.78 (AB q, 2H), 3.50 (m, 2H), 3.30 (m, 2H), 2.25 (s, 3H). 

Step 3: Ethyl 3-(4-cyanophenyl)-3-oxopropanoate (65 mg, 0.3 mmol) was heated 
with DMFDMA (60 uL) in THF (1 ml) at 70°C for 3 h. This solution was then added to a 
mixture of the guamdine prepared in Step 2 (150 mg, 0.3 mmol), dry ethanol (1 ml) and 
1.0 M sodium ethoxide in ethanol (0.35 ml) and heated at 80°C overnight The solvents 
were removed in vacuo. The residue was partitioned between dichloromethane and 
saturated aqueous sodium bicarbonate solution. The organic layer was concentrated in 
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mcu o. If reside was delved in acetonitrUe. Addition of water gave toe title 
compound as a yellow solid. 
HPLC: 34.06 min (98% purity) 
MS:MH + = 539 CaHaiNsO^ 538 gtaiol 
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Example 74 

PVndvn)am inoletfay l } amir.* 
f=\ ' ~ 




25 



was add A ed S d!r 0n ^ 2>4 - diChl0r0benZ0 ^ cWori <* *7S M) in dichloromethane (75 ml) 
was added dropw.se over 30 minutes to a stirred solution of 2-memylimidazole (2) (0^9 
M) in dichloromethane (500 mil and mm , . t , w 1"-^ 

<*e£ Macco, A. A, OoLl i p S^T^T" (Htai8 ' S 

m. reaction ntoui wa, ^d^^,"' ^ **" 19?5 ' 

wjoiea during the addition using an ice-water hath Th<* ~o^- 

nu*ure was then heated to reflux for 3.5 hours AthickLdi^oC t.' ™ ereaCt, ° n 
dUute ae heterogeneous reaction, adding " met^e^X T<> 
-** as needed to maintain ^ On ^ dtCdoro^ethanT s l l^ 

minutes orty ffltel, ^ ■ T 7 *** ** a P m « *« 15 

To the dry solid (described above) was added a solution (21 v/v 500 600 m , nf , 
acetic acid and aq con HC1 Tho m ,v* «. iUU-600 ml) of gla. 

aq. con. wci. The mixture was then stirred at reflux for ca 7S mix, tt, 

my were added to the sohd residue which was vigorously stirred for l s m ;„ xi, V. 

were fihered off, and tire nhrate was transferred to a sep^^L X 

.ayer „ discarded, *e aoueous ,ayer was washed L Z^t ^ ^ 

27 fc *" fi ™ d to " ^ (4 L) - «""« ™ 2, 
ml). The stirred mixture was basified for? 7 Jrt W ™« i „ Py UUU 

which leads to th. „• 7 W 8) by CarefhI addlfaon of sodium bicarbonate 

ml), and dried /„ vacuo ovemight Hvine ToH 1 f ^ 1S ° Pr ° Py ^ ( * X 6 ° 
one in 5 6 o/ 0 yield. * H2 ' 4 " dlChloro P h ^^^ 
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2. Preparation of (2Z)-l-(2,4-dichlorophenyl)-3-(dimethylamm^ 
en- 1 -one. 

A mixture of l-(2,4-dichlorophenyl)-2-imidazol-2-ylethan-l-one (0.39 M) in N,N- 
dimethylformamide dimethyl acetal (DMFDMA) (150 ml) was stirred for 2.5 h at 70-75 
5 °C. The DMFDMA was then removed under reduced pressure and dried under high 
vacuum for several hours giving an orange-yellow solid 4 in quantitative yield. The 
product (2Z)- 1 -(2,4-dichlorophenyl)-3 -(dimethylainino)-2-imidazol-2-ylprop-2-en- 1 -one 
was typically used without further purification. 

3. Preparation of amino {2-r(5-mtro(2-pyridyl))amino1e1hyUcarboxamidine, hydrochloride. 
10 A mixture of 2-(2-aminoethylamino)-5-nitropyridine (0.47 M) (purchased from 

Aldrich, or made by reacting ethylene diamine with 2-chloro-5-nitropyridine as per the 
procedure in example {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(2,4-dichloro- 
phenyl)-5-imidazol-2-ylpyrimidin-2-yl]amine or example 6-[(2-{[4-(2,4-dichlorophenyl)- 
5-(4-methylimidazol-2-yl)pyrim^ and 
15 \H -pyrazole-1 -carboxamidine hydrochloride (0.47 M) in acetonitrile (500 ml) were stirred 
overnight (ca. 20 h) at 70-80 °C. Upon cooling, a yellow precipitate was collected by 
filtration. The yellow solid was washed thoroughly with acetonitrile (3 x 100 ml), ethyl 
ether (3 x 100 ml), and dried overnight in vacuo resulting in 87% yield of amino {2-[(5- 
nitro(2-pyridyl))amino] ethyl } carboxamidine, hydrochloride. 

20 4. Preparation of r4-(2,4-dicMorophenyl)-5-imida^ 
pyridyl))amino1ethyl} amine. 

A solution of sodium ethoxide (0.59 M) dissolved in abs. ethanol (100 ml) was added 
to a stirred mixture of (2Z)- 1 -(2,4-dichlorophenyl)-3-(dimethylan^o)-2-iinidazol-2- 
ylprop-2-en-l-one (0.23 M) and amino {2-[(5-mtro(2-pyridyl))amino]ethyl} carboxamidine, 

25 hydrochloride (0.23 M) in abs. ethanol (260 ml). The reaction was stirred at room 
temperature for 15 min. and then at 75-80 °C for 2.5 hours. On cooling a yellow 
precipitate was collected by filtration. The filtrate was stored for possible further isolation 
and purification of the product The solid product was washed with abs. ethanol (3 x 50 
ml), distilled water (3 x 50 ml), and ethyl ether (3 x 50 ml). The yellow solid was dried 

30 overnight in vacuo giving 52.7% yield of final product [4-(2,4-dichlorophenyl)-5-imidazol- 
2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl}amine. 
HPLC: 20.9 min (>95% purity) 
MS: M+H - 471 (CaoH^CnNgOa+H = 471) . 
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Example 75 



Preparation of {2-ff4-an iino-5-nitro(2-p^ 

imidazol-2~ylpvriinidin-2~vl]ainine 



5 {2-[(4-amino-5-mtro(2-pyridyl))amino]ethyl}[4-(2,4^ 

2-ylpyrimidin-2-yl]amine was prepared using the general method for [4-(2 9 4- 
dicMorophenyl)-5-imidazol-2-ylpyriniidiii-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine 
(see Example 74) with the exceptions noted below. 

1. Preparation of 2-(2-aminoethyl)amino-6-amino-5-nitropyridine. 

10 A mixture of 2-amino-6-chloro-3-nitropyridine (0.52 M) in acetonitrile (70 ml), and 

ethylene diamine (40 ml) were stirred overnight (ca. 20 h) at 75-80 °C under argon. The 
ethylene diamine was removed under reduced pressure. The residual solution was basified 
with 1M sodium hydroxide solution (50 ml). The aqueous solution was saturated with 
sodium chloride and extracted with a solution of 95 % ethyl acetate and 5% methanol (3 x 

15 150 ml) and with a solution of 95% acetonitrile and 5% methanol (3 xl50 ml). The 
organic extracts were combined and extracted with a saturated sodium chloride solution (2 
x 75 ml). The organic layer was dried with sodium sulfate, filtered, and concentrated under 
reduced pressure. The crude yellow solid was triturated with ether (2 x 25 ml) and dried 
overnight in vacuo resulting in 2-(2-aminoethyl)amino-6-aniino-5-nitropyridine in 99% 



2. Preparation of amino (2-r(6 -amino-5^nitro(2-pyridvl))aminolethvncarboxamidine. 
hydrochloride. 

A mixture of 2-(2-aminoethyl)amino-6-amino-5-nitropyridine (0.44 M), 1H - 
pyrazole-l-carboxamidine hydrochloride (0.44 M) in acetonitrile (75 ml) were stirred 
25 overnight (ca. 24 h) at 75-80 °C. Upon cooling, a yellow precipitate was collected by 
filtration. The yellow solid was washed thoroughly with acetonitrile (3 x 50 ml), ethyl 
ether (3 x 50 ml), and dried overnight in vacuo giving amino {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} carboxamidine as the HC1 salt in 82% yield. 




20 yield. 
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3. Preparation of {2-r(4-amino-5-nitro(2-pyridyl))amin^ 
imidazol-2-ylpyrimidin-2-yl1 amine. 

A solution of sodium ethoxide (0.5 M) dissolved in abs. ethanol (8 ml) was added 
to a stirred mixture of (2Z)-l-(2,4-dichlorophenyl)-3-(dimefhylairdno)-2-imidazol-2- 
5 ylprop-2-en-l-one (0.57 M), amino {2-[(6-amino-5-mtro(2-pyridyl))amino]ethyl}- 
carboxamidine, hydrochloride (0.58 M), and abs. ethanol (7 ml). The reaction was then 
heated to 75-80 °C for 2.5 hours. On cooling a yellow precipitate was collected by 
filtration. The filtrate was stored for possible further isolation and purification of final 
product. The solid product was washed with abs. ethanol (3x10 ml), distilled water (3 x 
10 10 ml), and ethyl ether (3 x 10 ml). The yellow solid was dried overnight in vacuo giving 
{2-[(4-amino-5-mtro(2-pyridyl))amm 
ylpyrimidin-2-yl]aminein 70% yield. 
HPLC: 1 8.7 min (>95% purity) 
MS: M+H - 486.2 (C20H] 7CI2N9O2+H = 486) 

15 Example 76 

Preparation of 6'[(2-{r4-(4-cyanophenyl)-5-imidazolylpvrimidin>2- 

yllamino} ethyl)amino1pyridine-3-carbonitrile 

N ~~ " 
/>-NH 

N N — \ N=\ 

HN— £ >-CN 

NC 

1 . Preparation of 4-(2-imidazolylacetyl)benzenecarbonitrile. 

20 A stirred solution of 4-(2-chloroacetyl)benzenecarbonitrile (0.5 M) and imidazole 

(1.5 M) in CH 3 CN (200 ml) were heated for 14 hours at 60 °C. The product was stripped 
of solvent under reduced pressure. The residue was diluted with dichloromethane (250 ml) 
and water (100 ml), and the mixture was stirred for 30 min. After filtering off a solid 
impurity, the aqueous layer was removed and discarded. The organic layer was washed 

25 sequentially with water (60 ml), sat. aq. NaHC0 3 (60 ml), water (60 ml), brine (60 ml), 
dried with Na2SC>4, filtered, and concentrated under reduced pressure. The dark colored oil 
was dried overnight in vacuo giving 4-(2-imidazolylacetyl)ben2enecarbonitrile in 90% 
yield. 

2. Preparation of 4-r(2E)-3-(dimethylamino)"2-imidazolylprop-2»enoyl1benzene- 
30 carbonitrile. 

A mixture of 4-(2-imidazolylacetyl)benzenecarbonitrile (0.30 M) and N,N- 
dimethylformamide dimethyl acetal (DMFDMA) (80 ml) was stirred for 12 h at 75 °C. 
The DMFDMA was then removed under reduced pressure and dried under high vacuum 
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f Z,^T M ° ran ^ ellow «** ^^-(d^ethylamino)^- 

^p-^benzeneoarbo^ in quantitative yield. TT> e enannnone product 
was typically used without further purification. 

3. Prepara tion of am mn(o.rfi.r^,^^ r»vr,Vh,m„~- i j. „ 
5 hj^ri^ i-t^SBBoG -Py"dyl»an, m ol f< l 1 vl > r,ri,n,-,n 1 ^inn 

T^lT^T - * » *> Procedores for the p^lo, of 

Zof H ^"^^^ 

anuno]pyndine-3-carbonitrile. ; w 

amtnolovndine-3-carfvmitril,. ' 1 mn °l em YW 

«<. a A SOdi " m ethOXide (0 ' 66 ^ to > < 8 °"> was added 

eno^eoJ^rTosS "*> ^"^^^ 
is u ( M) ' ammo { 2 -f(5-cyano(2-pyridyl))aniinolethvll 

™i\ ^ • ^ y q " C ° 3 (10 ° ml >> distilled water (2x100 ml), brine flOO 

7n , A g P y ° Ver SlUca S eL ^ Co 1 ™ was run starting with 1 :1 ethyl acetate to 

removed. The prodnot was eluted with 1.5% methanol a ethyl acetate Th, „„l 
— b y TLC osin g » methanol m e%1 acetate as ^T^ ^Z 
^ons were condensed The off-white solid was dried overnight Zcuo 

HPLC: 18.9 min (>95% purity) 

MS: M+H = 473.1 (C 22 H 17 N 9 +H = 473) 

Example 77 

30 £ ^°™f( teri-h,,,^^ 

yllammo)ethyl>carhn» 3 miH» 
. 1. Preparation of N-( ?- amiaoethyiyte rt -h,„ n v T w^., nlif1r 

mmoN A 7'T° ° f ,ert " bUt5 " K^-^'W^o-yloxyJformate (Boc 2 0) (I 81g 830 
2°» - • Achloromedtaae (, L) was added slowly t o a mecoanic^y sh4d LluL of 
edtylene dtamtne (250 g, 4.16 mol) in dichlorontemane (2.5 L) a. room temperatoe ^ 
5 24 hoars, the reacdon soluoon was washed with water (3 * 500 ml), Brine (500^) ^ 
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with Na 2 S0 4 , filtered, and concentrated under reduced pressure. The pure product N-(2- 
aminoethyl)(tert-butoxy)carboxamide was obtained in 50% yield. 

2. Preparation of N-r2-(amidinoamino)ethvl1(tert-butoxy)carboxainide, hydrochloride. 

Portions of solid \H -pyrazole-l-carboxamidine hydrochloride (91.10 g, 624 
mmol)) are added to a stirred solution of N-(2-aminoethyl)(tert-butoxy)carboxamide (100 
g, 624 mmol) in CH3CN (1 L) at 80° C. After 24 hours, the reaction was stripped of 
solvent under reduced pressure. The residue was triturated with ether (3 x 100 ml), and 
dried in vacuo. The guanidine N-[2-(an^dinoamino)ethyl](tert-butoxy)carboxamide, 
hydrochloride was obtained in over 100% yield containing a small amount of pyrazole. 
The guanidine was used without further purification. 

3. Preparation of (tert-butoxy)-N-(2-{r4-(4-cyanophenyl)-5-imidazolylpyrimidin-2- 
yllamino) ethyl)carboxamide. 

4-[(2E)-3-(dimethylamino)-2-imid (8.0g, 
30.0 mmol) in NMP (5 ml) was added to a stirred mixture of N-[2- 
(amidinoamino)ethyl](tert--butoxy)carboxamide, hydrochloride (13.8 g, 45 mmol)) and 
Cs 2 C0 3 (11.72, 36.0 mmol) in NMP (15 ml). The reaction was heated to 100° C for 48 
hours. The reaction was followed by HPLC. Upon completion, the reaction was 
partitioned with water (50 ml) and dichloromethane (250 ml). The organic layer was 
separated and washed with water (2 x 50 ml), brine (50 ml), dried Na 2 S04, filtered, and 
concentrated under reduced pressure. The product was purified by flash chromatography 
eluting with 10% methanol in dichloromethane. After stripping off the solvents and drying 
in vacuo ^ 10.08 g of (tert-butoxy)-N-(2-{[4-(4-cyanophenyl)-5-imidazolylpyrimidin-2- 
yl]amino}ethyl)carboxamide was obtained as a dark red glass in 83% yield. 

Example 78 

Preparation of 4-{5-imidazolyl-2^r(2-{r5-(trifluoromethyl)(2- 
pyridyl)1amino)ethyl)aminolpyrimidin-4-yUbenzenecarbonitrile 

/>-NH 

N N — \ N=v 
NC 

4- {5-imidazolyl-2-[(2- { [5-(trifluoromethyl)(2-pyridyl)]amino} ethyl)amino]- 
pyrimidin-4-yl } b enzenecarb onitril e was prepared using the general method for 6-[(2-{[4- 
(4-cy anophenyl)-5 -imidazolylpyrimidin-2-yl] amino } ethyl)amino]pyridine-3 -carbonitrile 
(60406) (see Example 76) with the exceptions noted below. 
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1. Preparation of N-(2-ammoefovl¥tert-butoxv^carboxamide. 

A solution of tert-butyl [(tert-butyl)oxycarbonyloxy]formate (Boc 2 0) (0.83 M) in 
dichloromethane (1 L) was added slowly (3 h) to a mechanically stirred solution of 
ethylene diamine (1.66 M) in dichloromethane (2.5 L) at room temperature. After 24 
5 hours, the reaction solution was washed with water (3 x 500 ml), brine (500 ml), dried with 
Na 2 S0 4 , filtered, and concentrated under reduced pressure. The pure N-(2- 
aminoethyl)(tert-butoxy)carboxamide was obtained in 50% yield. 

2. Preparation of N-r2-fanndmoa nimo)emvl¥tert-butoxv)c^oxamide. hydrochloride. 

Portions of solid IH -pyrazole-l-carboxamidine hydrochloride (91.10 g, 624 
10 mmol)) are added to a stirred solution of iy--(2-animoe%l)(tert-butoxy)carboxamide'(0.62 
M) in CH 3 CN (1 L) at 80 °C. After 24 hours, the reaction was stripped of solvent under 
reduced pressure. The residue was triturated with ether (3 x 100 ml), and dried in vacuo. 
The ^-[2-(anndmoanimo)emyl](tert-butoxy)c^boxaniide, hydrochloride was obtained in 
over 100% yield containing a small amount of pyrazole. The N-[2- 

15 (amidmoainino)ethyl](tert-butoxy)carboxamide, hydrochloride was used without further 
purification. 

3. Preparation of (tert-butoxvVN-(2- ir4-(4-cvanoohen^ 
vl1amino)ethyl)carboxamide. 

4-[(2E)-3-(dimemylammo)-2-inndazolylprop-2-enoyl]benzenecarbom^ (6 M) in 
20 NMP (5 ml) was added to a stirred mixture of iV--[2-(amidinoamino)ethyl](tert- 
butoxy)carboxamide, hydrochloride (3 M) and Cs 2 C0 3 (2.4) in NMP (15 ml). The reaction 
was heated to 100 °C for 48 hours. The reaction was followed by HPLC. Upon 
completion, the reaction was partitioned with water (50 ml) and dichloromethane (250 ml). 
The organic layer was separated and washed with water (2 x 50 ml), brine (50 ml), dried 
25 Na 2 S0 4 , filtered, and concentrated under reduced pressure. The product was purified by 
flash chromatography eluting with 10% methanol in dichloromethane. After stripping off 
the solvents and drying in vacuo, (tert-butoxy)-^-(2-{[4-(4-cyanophenyl)-5- 
imidazolylpyrinfidm-2-yl]annno>emyl)c^oxamide was obtained as a dark red glass in 
83% yield. 

30 4. Preparation of 4-l2-rr2-a mmoemvnamino1-5-imidazolylpvrimidin-4- 
yl > benzenecarbonitrile. 

Aqueous 3M HC1 (15-30 ml) was added to a stirred solution of (tert-butoxy)-N-(2- 
{[4-(4-cyanophenyl)-5-imida2o^ (0 15 ^ ^ 

CH 3 CN (50 ml) at room temperature until the reaction became slightly turbid. After 16 
35 hours, the reaction was partitioned between dichloromethane (200 ml) and 1M HC1 (200 
ml). The layers were separated, and the aqueous layer was extracted with dichloromethane 
(3 x 200 ml). The aqueous layer was basified carefully with solid NaHC0 3 to pH 7-8. A 
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is washed with sat. aq. NaHC0 3 (50 ml), bnne ^ j, 

over silica gel. 

.ncentrated. Tne f ta"^!— e,— mUowedby a 

' m 1 IT^e da* yellow glass was dried overnight in vacuo grvmg 4-{2-[(2- 
were condensed. The dart yeuo wg v ., bM ^ eoart K>mlrilem89%yield. 
anrinoethylJainnioVS-imidazolylpyrnnidm^-ynbeDiene 

0 * ° f ^i 2 ' t( T TcWon>5<trifluoromeu,yl)pyridine (18 nag, 0.098 

carboniuile (30 mg, 0.098 mmol), 2-chtao 5 (tilt ^ ^ & ^ 

^1), and Hunig's base (70 uL, 0.4 mmo » » ^ ^ exttac ted wim 

stirring for 12 hours, the reaction was driu,ed "J,*^^ ^ fiIlere d, and 
sat a,. NaHCOs (2 x 5 mi), water (3 ,5 ml)J ^££ d usjjlg . reverse pte e 
15 concentrated. The product was punfied by ^.^^MIS- 

obtained as a off-white solid in 5% yield. 

HPLC: 1 6.3 min (>95% purity) 
20 MS: M+H = 451.2 (C 22 H 17 F 3 N 8 +H = 451) 

Example 79 

j I e Effi a«ontfibl^^ 

^S^^JJbazenecarbom^ vnianzme . 

25 carbordtiHe (30 mg, 0.98 ^^^^7 Afterstirring.br 
Hunig-s base (70 uL, 0.4 mmol) m DMA (500 uL> ^ ^ ^ aq 

,2 hours, the reaction was dilnted wtth edry! acete * (1 ^ 
0 » »* ^^^^V^heny,)— 
concentrated. Ttie resnlting •"^Jj^ weighillg 27 m g (56% yield) was 
30 ammo)emyl)ammo]pynmidm-4-yl}oenz(mec 

approximately 90% pnre by LCMS and HPLC. 

Example 80 
u „n <; i^id^olvlpyrimidin^gj-^^ 

nitro nhenv^caibox MPide 

35 A mixture ot iv- ou j, mmol), l-(3- 

carbonitrile (30 mg, 0.O98 mmol), 3-mtmbenzorc a* 107 mg 0. ^ ^ 
dimethylammopropyD-3-emylearbodUmide hydrochlorrde (EDO (19 
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NaHCOj (2 x 5 mj), water (3 x S . k • « * eirtraC,ed SM - •* 

approximately 95% pure by LCMS and HPLC. ^ W3S 

Example SI 

Pyndvl))ami n n1ethvnam,n R 

oxoethylJisoiuiCtoe.,^.^ Y *° ° b,am 2"P-(2,4^ohlorophe»yl).2. 

dione. Kto ^ yla ^ o)me ' h ^)-2-<>xoea 1 yl}-i i!otado , ine .i j 3. 
ethyDcarboxamidine, and 3 mmol of C, ^^'t^^^^-^Wamino]- 

-d cny, ^ rae .srcs^nr 4 in mmo ■* dumed with 

^*c U o ro pneoy» P y^^ 
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4. Preparation of 2-r2-({2-r(6-amino-5-nitro(2-pvridyl)^ 
dichlorophenyl)pyrimidin-5-yl1isoindoline- 1 ,3-dione 

1 mmol of 2-{N-[2-({2-[(6-amino-5-nitro(2-pyridyl)^ 
dicMorophenyl)pyrimidin-5-yl]cafbamoyl}benzoic acid was heated to 120°C in acetic acid 
for four hours and then concentrated in vacuo to obtain 2-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl}amino)-4-(2,4-dicMorophenyl)pyrin^ 

Preparation of r5-amino-4-(2 Adichlorophenyl)pyrimidin-2-yl1 (2-f (6-amino-5-nitro(2- 
pyridyl))amino1 ethyl > amine 

1 mmol of 2-[2-({2-[(6-an^o-5-nitro(2-pyridyl))amm^ 
dicUorophenyl)pyrimidin-5-yl]isoindoline-l 5 3-dione and 20 mmol of hydrazine were 
stirred in ethanol at 75°C for two hours and the resulting product, [5-amino-4-(2,4- 
dichlorophenyl)pyrimidin-2-yl] j;2-[(6-ainino-5-nitro(2-pyridyl))amino]ethyl} amine was 
purified by column chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 5.704min. (100% purity) 
MS:MH + =435. 1 

Example 82 

Preparation of {2-r(6-amino-5-nitro(2-pyridyl))amino1 ethyl) r4-(2,4-dichlorophenyl)-5- 

morpholin-4-ylpyrimidin-2-yl1 amine 




ii 

O 



1 . Preparation of 1 -(2,4-dichlorophenyl)-2-morpholin-4-ylethan- 1 -one 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 10 mmol 
morpholine in DMF at room temperature for fourteen hours. The reaction mixture was 
concentrated in vacuo and diluted with water and ethyl acetate. The solution was extracted 
three times with ethyl acetate, dried over sodium sulfate, and purified by column 
chromatography eluting with 50% ethyl acetate and 50% hexane to obtain l-(2,4- 
dichlorophenyl)-2-morpholin-4-ylethan- 1 -one. 

2. Preparation of (2E)-l-(2,4-dichlorophenyl)-3-(dimethylamino)-2-morpholin-4-ylprop-2- 
en-l-one 

1 mmol of l-(2,4-dichlorophenyl)-2-morpholin-4-ylethan-l-one was heated to 80°C 
in N,N-dimethylformamidedimethyl acetal for six hours. The reaction mixture was 
concentrated in vacuo and purified by trituration with diethyl ether to obtain (2E)-l-(2,4- 
dicWorophenyl)-3-(dimethylamino)-2-morpholin-4-ylprop-2-en- 1 -one. 
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3. Preparation of (M g^inc^^ 

moipholm- 4-vlpvrimidin-2-vl1amine — 

1 mmol of (2E)-l-(2,4-didiloropheayl).3-(dimethylami n o>2^ 
2-en-l-one 1 mmol of amino {2-K6-a m ino-5-mtro(2-p y nd y I))an^o]e^ 
and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C for fourteen hours The 
reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate The 
solution was extracted three times with ethyl acetate and purified by column 
chromatography eluting with 5-10% methanol/methylene chloride to obtain {2-[(6-amino- 

10 yljamine. 

HPLC: 9.367min. (100% purity) 
MS: MH + = 505 



15 



20 



25 



Example 83 

e aration of }-\2-( {2-r(6-a mm o-5-r Jtro r2- D ^ 

dichlorophenvnpvrmiidin-S-vllpvrroUdirie-^S-fli^^ 



O. 



H 2 N N^.K 



ii 
O 




I^re paration of 2-r2-(2 ,4-dichloro D henv1^-^o e thvnisoiudo1ine- 1 ^djong 

, k* ! m ^° I ° f t^***™***™* chl °ride in DMF was added drop wise to 2 mmol 
of phfcalmude and 2 mmol of Cs 2 C0 3 in DMF at room temperature for fourteen hours and 
then punfied by trituration with diethyl ether to obtain 2-[2-(2 5 4-dichlorophenyl)-2- 
oxoethyl] 1S oindoline-l,3-dione. 

ajgreparation^j^ 
oxoethvlHsoindoline-l^ -dmnft 

t 'J ° f 2 -r 2 -^^ cWor °P he nyl>2-oxoemy^^ was heated 

to 80 C m neat N.N-dimemylformamidedimethyl acetal for six hours. The reaction 
nuxtoe „ concentrated in vacuo and purified by trituration with diethyl ether to obtain 2. 

R eparation of2-(N- r ?-r{7- f( 6-a nuno-5-m tro(2 - p yridvll)^^ 
dicMorophenvl)pvrimidin-5-v11 carbamov1 ^ benzoic add 

oxoemy .o.ndoline-l.S-dione, 1 nunol of ^WIM^*^ 
ammo]ethyl>carboxamidine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 
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90°C for fourteen hours. The reaction mixture was concentrated in vacuo and diluted with 
water and ethyl acetate. The solution was extracted three times with ethyl acetate and dried 
sodium sulfate to ohtain 2-{N-[2-({2-[(6-amino-5-nitro(2- 

pyridyl))amino]elh^ 
acid. 

4 Preparation of 2-r2-r{2-rf6-ammo-5-nitro(2-pyri dvmammo1emvnamino)-4-(2,4- 
dich1orophenvnpvrirmdin-5-vllis oindoline-1.3-dione 

1 mmol of 2-{N-[2-({2-[(6-ammo-5-mtro(2-pyridyl))ammo]emyl}annno)-4-(2,4- 
dichlorophenyl)pyrimidin-5-yl]carbamoyl}benzoic acid is heated to 120°C in acetic acid 
for four hours and then concentrated in vacuo to obtain 2-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino]emyl}ammo)-4-(2,4-dicmorophenyl)pyrirmdm-5-yl]iso 

5 Pr oration of r5-arnmo-4-(2.4-dicMoro p benvnnvrimidin-2-vll {2-r(6-amino-5-nitro(2- 

pvridvl))amino1ethyU amine 

1 mmol of 2-[2-({2-[(6-ammo-5-mtro(2-pyridyl))ammo]ethyl}amino)-4-(2,4- 

15 dicWorophenyl)pyrimidm-5-yl]isoindoline-l,3-dione and 20 mmol of hydrazine were 

stirred in ethanol at 75 9 C for two hours and then purified by column chromatography 

eluting with 5-10% methanol/methylene chloride to obtain [5-amino-4-(2,4- 

dicWorophenyl)pyrimidm-2-yl]{2-[(6-amino-5-nitro(2-pyridyl))ammo^ 

fi Pre paration of U2-( (2-r(6-ammo- 5 -mtroa-Pvridyl))ammolemyl}annno)-4-(2,4- 
20 dicMorophenvnpvrimidm- 5-vl1pyrrolidine-2,5-dione 

1 mmol of [5-ammo-4-(2,4-dicmorophenyl)pyrimidm-2-yl]{2-[(6-amino-5-nitro(2- 

pyridyl))armno]emyl}amine, and 2 mmol of succinic acid, 4 mmol of HBTU, and 5 mmol 
of N,N-diisopropylethylamine were added to solution and stirred for six hours at room 
temperature. The reaction mixture was concentrated in vacuo and diluted with water and 
25 ethyl acetate. The solution was extracted three times with ethyl acetate, dried over sodium 
sulfate, and purified by column chromatography 5-10% memanoVmethylene chloride to 
obtain 142-({2-[(6-ammo-5-mtro(2-pyridyl))armno]emyl}ammo)-4-(2^ 

dicMorophenyl)pyrimidin-5-yl]pynolidine-2,5-dione. 
HPLC: 8.917min. (100% purity) 
30 MS: MH + = 517.1 
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Example 84 

Preparation of {2 -\( 6 - aTninn -5-mtror2-pvridvl))amino1ethvl}r4-r2.4-dichlorophenvn-5- 

pipera2invlpvrimidin-2-y l")aTriinfi 




■ 07 N^ 
ii 
O 

1 ■ Preparation of tert -butyl 4-r2-(2,4-dicMoro P henvlV2-oxoethvl1 P iperazinecarboxvl a te 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 1.2 mmol 
of tert-butyl piperazinecarboxylateand 1 .2 mmol Cs 2 C0 3 in DMF at room temperature for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
ethyl acetate. The solution was extracted three times with ethyl acetate, dried over sodium 
sulfate, and purified by column chromatography eluting with 50% ethyl acetate and 50% 
hexane to obtain tert-butyl 4-[2-(2,4-dichJorophenyl)-2-oxoemyl]piperazmecarboxylate. 

2. Preparation of tert-but yl 4- {2-(2,4-dicMorophenvlVl-f(dimemvlanmio)methvlene1-2- 
oxoethyl } piperazinecarboxylate 

1 mmol of tert-butyl 4-[2-(2,4-dichlorophenyl)-2-oxoethyl]piperazinecarboxylate 
was heated to 80°C in neat N,N-dimemylformamidedimethyl acetal for six hours. The 
reaction mixture was concentrated in vacuo and purified by trituration with diethyl ether to 
obtain tert-butyl 4-{2-(2,4-dichlorophenyl)-l-[(dimefoylamino)methylene]-2- 

oxoethyl}piperazinecarboxylate. 

3. Preparation of tert-butyl 4-r2-(l2-r(6- ammo-5-mtior2-o vridvn^minol P thv1} a Tr,innV4- 
20 (2,4-dicmorophenyl)pyrimi din-5-vl1piperazinecarboxy 1ate 

1 mmol of tert-butyl 4-{2-(2,4-dicWorophenyl)-l-[(dimemylammo)methylene]-2- 
oxoethyl}piperazinecarboxylate, 1 mmol of anuno{2-[(5-nitio(2-pyridyl))amino]-ethyl}- 
carboxamidine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
25 ethyl acetate. The solution was extracted three times with ethyl acetate, dried over sodium 
sulfate, and purified by column chromatography eluting with 5-10% methanol/methylene 
chloride to obtain tert-butyl 4-[2-({2-[(6-ammo-5-mlro(2-pyridyl))ammo]efoyl}antino)-4- 
(2,4-dicWorophenyl)pyrintidin-5-yl]piperazinecarboxylate. 

4. Preparation of {2-r(6-amino-5-nitror2-pvri d vn)ammo1ethvl>r4-(2 < 4-dichlorophenvlV5- 
30 piperazmvlpyrirnidm-2-yllamine 

1 mmol of tert-butyl 4-[2-({2-[(6-ammo-5-mtio(2-pyridyl)) 

(2,4-dicWorophenyI)pyriimdm-5-yl]piperazmecarboxylate was heated to 60°C 3M HC1 in 
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MeOH for one hour and concentrated in vacuo to obtain {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl}[4<2,4-dicMorophenyl)-5-piperazinylpyrinn 

HPLC: 5.27min. (100% purity) 
MS: MH^ 504.2 

5 Example 85 

Preparation of {24(6-amino-5-nitroq-pyridvmam^ 

imida2olylpyrimidin-2-vll amine 

H 2 N N N 

II 

o 

1 . Preparation of 2-bromo- 1 -(4-ethylphenvr)ethan-l -one 

10 20 mmol of l-(4-ethylphenyl)ethan-l-one, 1 ml cone. HC1 were mixed in 20 ml 

diethyl ether at 0°C under nitrogen. To this solution a solution of 20 mmol Br 2 in 20 ml 
chloroform was added drop wise and left for four hours and then concentrated in vacuo to 
obtain 2-bromo- 1 -(4-ethylphenyl)ethan- 1 -one. 

2. Preparation of 1 -(4-ethvlphenyl)-2-imidazolylethan- 1 -one 

15 1 mmol of 2-bromo-l-(4-ethylphenyl)ethan-l-one in acetonitrile was added drop 

wise to 5.5 mmol imidazoline in acetonitrile at room temperature for fourteen hours. The 
reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. The 
solution was extracted three times with ethyl acetate and dried over sodium sulfate to 
obtain l-(4-ethylphenyl)-2-iinidazolylethan-l-one. 

20 3. Preparation of (2E)-3-(dimethylaminon-(4-etfo^ 

1 mmol of l-(4-ethylphenyl)-2-imidazolylethan-l-one was heated to 80°C in N,N- 
dimethylformamidedimethyl acetal for six hours and concentrated in vacuo to obtain (2E)- 
3 -(dimethylamino)- 1 -(4-ethylphenyl)-2-imidazolylprop-2-en- 1 -one. 

4. Preparation of {2-r(6-amino-5-nitro(2-pvridvm 

25 inudazolylpyrimidin-2-yll amine 

1 mmol of (2E)-3-(dimethylammo)-l-(4^ 
one, 1 mmol of amino {2-[(6-amino-5-iiitro(2-pyridyl))amino]ethyl^ and 3 

mmol of Cs 2 C0 3 was dissolved in DMF and heated to 90°C for fourteen hours. The 
reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. The 

30 solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography eluting with 5-10% methanol/methylene chloride to 
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obtain {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(4-etbylphenyl)-5-imidazolyl- 

pyrimidin-2-ylJarnine. 

HPLC: 7.733min. (1 00% purity) 

MS: MH + = 446.2 

Example 86 

Preparation of {2-f(6-a mino-5-nitro(2-pyridvl))amino1 ethyl 1 r4-(2,4-dicMorophenvn-5-(4- 

pyridyl)pyrimidin-2-vl1amine 




o: 

6 



l-(2,4-dichlorophenyl)-2-(4-pyridyl)e1iian-l-one was synthesized as in Suzuki et 
10 al., 'Tacile dibenzoylation of picoline," J. Heterocycl Chem. 22(6): 1487-9 (1985). 1 
mmol of l-(2,4-dichlorophenyl)-2-(4-pyridyl)ethan-l-one was heated to 80°C in neat 
DMF-DMA for six hours. The reaction mixture was concentrated in vacuo and the residue 
was purified by trituration with diethyl ether. using arnino{2-[(6-amino-5-nitro(2- 
pyridyl))aniino]ethyl}carboxamidine hydrochloride (160mg, 0.58mmol, leq) and the 
15 enaminone (2E)-l-(2,4-dicWorophenyl)-3-(dimemylaniino)-2-(4-pyridyl)prop-2-en-l-one 
(202mg, 0.58mmol) and Cs 2 C0 3 (246mg, 1 .3eq) in 5ml DMF at 95°C for 6h. It was worked 
up by concentration in vacuo and extraction into ethyl acetate to yield a crude product that 
was purified by column chromatography, eluting with 1 0% methanol in methylene chloride 
to yield {2-[(6-ammo-5-mtro(2-pyridyl))amino]ethyl} [4-(2,4-dichIorophenyl)-5-(4- 
20 pyridyl)pyrimidin-2-yl]amine as a yellow powder after lyophilization. 
HPLC: 6.32min(100%) 
MS:MH + = 497 

Example 87 

Preparation of {2-r(6-amino-5 -nitrof2-pvridyl))amino1 ethyl} l4-(2,4-dichlorophenvlV5-r5- 
25 (trifluorome mvl)(1.2J.4-tetraazolvnip vrimidin-2-Yl}aniine. 



o: nV 

II 

o 

Trifluofomethyl tetrazole was made according to the procedure published in 
T etrahedron Letters 38(7): 1257-1260. A mixture of tetrachlorosilane (5mmol) and sodium 
azide (15mmol) in dry acetonitrile (10ml) and trifluoromethyl acetamide (5mmol) was 
30 refluxed and stirred with the exclusion of moisture. The reaction mixture was poured into 
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ice cold sodium carbonate solution and extracted with chloroform (3X20ml). The solvent 
was distilled off under reduced pressure to yield trifluoromethyl tetrazole (MS:MH- 
=136.7) which was used without further purification. Trifluromethyl tetrazole (lmmol), 
Cs 2 C0 3 (1.3 mmol) and l-(2,4-dichlorophenyl)-2-chloroetban-l-one (lmmol) were 
5 refluxed in DMF(2ml) overnight. The reaction mixture was cooled and concentrated in 
vacuo, and then extracted into ethyl acetate and dried over sodium sulfate. The extract was 
further purified by column chromatography on silica gel to yield l-(2,4-dichlorophenyl)-2- 
[5-(trifluoromethyl)(l,2 5 3 :) 4-tetraazolyl)]ethan-l-one. 1 mmol of l-(2,4-dichlorophenyl)-2- 
[5-(trifluoromethyl)(l,2,3 ? 4-tetraazolyl)]ethan-l-one was heated to 80°C in neat DMF- 

10 DMA for six hours. The reaction mixture was concentrated in vacuo and purified by 
trituration with diethyl ether. 1 mmol of the above enaminone, lmmol of amino {2-[(6- 
amino-5-nitro(2-pyridyl))amino]ethyl}carboxamidine hydrochloride and 3 mmol of 
Cs 2 C0 3 were dissolved in DMF and heated to 90°C for fourteen hours. The reaction 
mixture was concentrated in vacuo and extracted into ethyl acetate and the residue after 

15 solvent evaporation was purified by column chromatography eluting with 5-10% methanol 
in methylene chloride to yield {2-[(6-amino-5-nitxo(2-pyridyl))amino]ethyl} {4-(2,4- 
dichlorophenyl)-5-[5-(trifluoromethyl)Q^ as a 

yellow powder after lyophilization. 
MS:MH + = 556.0, 

20 HPLC: 10.77min (98.3%) 

Example 88 

Preparation of {2"r(6-amino-5-nitro(2-pyridyl))aminolethyl} r4-(2,4-dichlorophenyl)-5-(4^ 

methylpiperazinvl)pyriinidin-2-yl1amine 

r^isr CH * 

O 

25 l-(2,4-dichlorophenyl)-2-chloroethan-l-one( lmmol) and methylpiperazine (4 

mmol) in 8ml DMF was stirred for 8h at room temperature. The reaction mixture was 
concentrated in vacuo and extracted into ethyl acetate and the organic layer was washed 
with water and dried with sodium sulfate. The residue after concentration in vacuo was 
purified by column chromatography eluting with 10% methanol in methylene chloride to 

30 yield l-(2,4-dichlorophenyl)-2-(4-methylpiperazinyl)ethan-l-one. The ethanone was taken 
up in DMF-DMA and heated to 80°C for 6h. The reaction mixture was cooled and 
concentrated in vacuo and the residue containing the enaminone was purified by column 
chromatography. 1 mmol of the enaminone obtained above, lmmol of amino {2-[(6- 
amino-5-nitro(2-pyridyl))aniino]ethyl}carboxamidine hydrochloride and 3 mmol of 
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Cs 2 C0 3 was suspended in DMF and heated to 90°C for fourteen hours. The reaction was 
cooled and concentrated in vacuo. The residue was partitioned between water and ethyl 
acetate and the layers separated. The organic layers were dried with sodium sulfate and 
after solvent removal were chromatographed on silica gel eluting with 5-10% methanol in 
5 methylene chloride to obtain {2-[(6-amino-5-nitro(2-pyridyl)^ 

dichlorophenyl)-5-(4-methylpiperazinyl)pyrimidin-2-yl]amm as a yellow powder after 

lyophilization. 

LC RT 5.193 min (95.3%) 

MS:MH + =518.2 

10 Example 89 

Preparation of r4-(2,4-dicMorophenylV5-(4-m^ 

nitro(2-pyridyl))amino1ethyl> amine 




1 -(2,4-dichlorophenyl)-2-chloroethan- 1 -one(lmmol) and methylpiperazine(4 

1 5 mmol) in 8ml DMF was stirred for 8h at room temperature. The reaction mixture was then 
concentrated in vacuo and extracted into ethyl acetate and the organic layer was washed 
with water and dried with sodium sulfate. The residue after concentration in vacuo was 
purified by column chromatography eluting with. 10% methanol in methylene chloride to 
yield 1 -(2 ? 4-dichlorophenyl)-2-(4-methylpiperazinyl)ethan- I-one. 1 -(2 5 4-dichlorophenyl)- 

20 2-(4-methylpiperazinyl)ethan-l-one was heated to 80°C in neat DMF-DMA for six hours. 
The reaction mixture was concentrated in vacuo and the residue obtained was purified by 
trituration with diethyl ether to yield the enaminone. Immol of the enaminone obtained 
above, lmmol of amino {2-[(5-nitro(2-pyridyl))amino]ethyl}carboxamidine hydrochloride 
and 1.3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C for fourteen hours. 

25 The reaction mixture was cooled to room temperature and concentrated in vacuo. Water 
was added and then extracted 3X with ethyl acetate. The combined organic layers were 
dried with sodium sulfate. The residue after solvent evaporation was purified by column 
chromatography eluting with 5-10% methanol in methylene chloride to yield [4-(2,4- 
dicWorophenyl)-5-(4-methylpiperazinyl)pyrimidin-2-yl] {2-[(5-nitro(2- 

30 pyridyl))amino]ethyl} amine as a yellow powder after lyophilization. 
HPLC 5.933min (>95%) 
MSzMH* =503.1 
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Example 90 

Preparation of 4~r6-imidazolyl-2-( {2-r(5-nitro(2-pyridyl))amino1 ethyl) aimno^pYrimidin-4- 

yllbenzenecarfaonitrile 

5 According to the procedure of Wierenga {Heterocycles^ 23:1687 (1985)), 9.45 g 

(0.034 mol) of S-methyl isourea nitrate, 13.57g (0.062 mol) of ethyl 3-(4-cyanophenyl)-3- 
oxopropanoate and 8.0 g (0.142 mol) of potassium hydroxide were suspended in 40 ml 
water and the heterogeneous mixture stirred for 18 h. The mixture was then filtered, and 
the solid washed with copious amounts of water. The solid was dried, and recrystalized 

10 from 5% dimethylformamide/ethanol to afford 2.47 g (34%) of 4-(2-amino-4-oxo-l,3- 
oxazin-6-yl)benzenecarbonitrile as a colorless solid. 

A solution of 44 ml DMF, 3.81 g (17.89 mmol) 4-(2-amino-4-oxo-l,3-oxazin-6- 
yl)benzenecarbonitrile and 8.57 g (53.63 mmol) of N-(2-aminoethyl)(tert- 
butoxy)carboxamide were heated to 50 °C for 3 h. The reaction was then concentrated in 

15 vacuo (0.5 mm Hg) and the resulting yellow solid triturated with cold ethanol. The 
resulting suspension was filtered and the solid washed with copious amounts of ethanol. 
This gave 4.51 g (71%) of (tert-butoxy)-N-(2-{[6-(4^cyanophenyl)-4-hydroxypyrimidin-2- 
yl]amino}ethyl)carboxamide as a white solid. 

To a solution of 4.01 g (11.2 mmol) of (tert-butoxy)-N-(2-{[6-(4-cyanophenyl)-4- 

20 hydroxypyrimidin-2~yl]amino}ethyl)carboxamide, 4.82 g (13.5 mmol) of N- 
phenyltrifluorosulfonimide in 40 mL pyridine was added 4.03 g (12.4 mmol) of anhydrous 
cesium carbonate. The resulting suspension was stirred at room temperature for 1 8 h. and 
then partitioned between ethyl acetate and water. The aqueous layer was extracted 
thoroughly with ethyl acetate and the combined organics washed with 5% aqueous 

25 hydrochloric acid, water, and brine. Concentration and chromatography (silica gel, ether, 
Rf = 0.40) gavel. 50 g of 2-({2-[(tert-butoxy)carbonylamino]ethyl}amino)-6-(4- 
cyanophenyl)pyrimidin-4-yl (trifluoromethyl)sulfonate as a gelatinous solid. 

2-( {2-[(tert-butoxy) carbonylaminojeth^ 
(trifluoromethyl)sulfonate (134 mg, 0.275 mmol) was dissolved in a 2 M solution of 

30 imidazole in N-methylpyrrolidinone and the resulting solution heated to 90 °C for 18 h. 
The solution was cooled, water added and the suspension extracted thoroughly with ethyl 
acetate. Concentration of the combined organic layers gave a crude solid which was 
chromatographed (silica gel, 0.5% ammonium hydroxide/5% methanol/methylene 
chloride) to afford 66 mg of (tert-butoxy)-N-(2-{[4-(4-cyanophenyl)-6-imidazolyl-4- 

35 ylpyrimidin-2-yl]amino}ethyl)carboxamide as a off white solid. 

Removal of the tert-butoxy protecting group was accomplished in the following 
manner: the (tert-butoxy)-N-(2- {[4-(4-cyanophenyl)-6-imidazolyl-4-ylpyrimidin-2- 
yl]amino}ethyl)carboxamide produced as described above was dissolved in anhydrous 
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trifluoroacetic acid (2 mL) and stiired at room temperature for 2 h. Concentration gave 
47.8 mg of 4-{2-[(2-animoemyl)animo]-6-imidazolyl-4-ylpyrimidm-^ 
carbonitrile as its (2x) trifluoroacetate salt 

The 4- {2-[(2-ammoethyl)ammo]-6-imidazolyl-4-ylpyrimidm-4-yl}benzene- 

carbonitrile trifluoroacetate produced as described above (48 mg, 0.074 mmol) was 
dissolved in 0.5 mL acetonitrile and 2-chloro-5-nitropyridine (12 mg, 0.074 mmol) added. 
The mixture was heated to 80 °C for 18 h and then concentrated. Chromatography of the 
residue (silica gel, 5% methanol/methylene chloride) afforded 5.1 mg (15%) of 4-[6- 
imidazolyl-2-({2-[(5-mtro(2-pyridy^ 
yl]benzenecarbonitrile as a light yellow solid. 
HPLC [Method AZ-S] 7.25 min (100%), 1HNMR; 
MS: (m+H)/z, 428. 

Example 91 

Preparation of 4-r6-morpholm-2-((2-rr5- m tro(2-pvridvmanimo1emvnan^ 

ynbenzenecarbonitrile 

2-({2-[(tert-butoxy)carbonylammo]emyty 
(trifluoromethyl)sulfonate (134 mg, 0.275 mmol) was dissolved in a 2 M solution of 
morpholine in acetonitrile and the resulting solution heated to 90°C for 18h. The solution 
was cooled, water added and the suspension extracted thoroughly with ethyl acetate. 
Concentration of the combined organic layers gave a crude solid which was 
chromatographed (silica gel, 2% methanol/methylene chloride) to afford 234 mg of (tert- 
butoxy)-N-(2- {[4-(4-cyanophenyl)-6-morpholm-4-ylpyrimidin-2-yl]aniino} ethyl)- 
carboxamide as a off white solid. Removal of the tert-butoxy protecting group was 
accomplished in the following manner: the (tert-butoxy)-N-(2-{[4-(4-cyanophenyl)-6- 
moipholm-4-ylpyrimidm-2-yl]ammo}emyl)carboxamide produced as described above was 
dissolved in anhydrous hydrogen chloride in dioxane (2 mL of a 2M solution) and stirred at 
room temperature for 2 h. Concentration gave 134 mg of 4-{2-[(2-aminoethyl)amino]-6- 
imidazolyl-4-ylpyriimdm-4-yl}b© as its (2x) hydrochloride salt. 

The 4 -{ 2 -[(2-ammoemyl)ammo]-6-morphol^ 
carbonitrile trifluoroacetate produced above (50 mg, 0.14 mmol) was dissolved in 0.25 mL 
acetonitrile and 2-chloro-5-nitropyridine (22 mg, 0.074 mmol) added. The mixture was 
heated to 80 °C for 18 h and then concentrated. Chromatography of the residue (silica gel, 
5% methanol/methylene chloride) afforded 5.1 mg (15%) of 4-[6-morpholin-2-({2-[(5- 
mtro(2-pyridyl))ammo]emyl}ammo)pyi^ as a light yellow 

solid. 

HPLC [Method AZ-S] 7.20 min (100%), 1HNMR; 
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MS: (m+H)/z, 447. 

Example 92 

Pre paration of r5-bengotriazolvl-4-(2.4-d i cMorophenvl)pvrimidin-2-yl1 {2-|-(5-nitro(2- 

pvridyl))amino1emyl)amine 




A solution of l-(2,4-dichlorophenyl)-2-chloroethan-l-one (10.0 g, 44.63 rnmol), 
benzotriazole (10.6 g, 89.3 rnmol) and triethylamine (9.0 g, 89.3 rnmol) in 140 mL 
acetonitrile was refluxed for 18h. The acetonitrile was removed in vacuo, and the residue 
dissolved in ethyl acetate. Water was added and the water layer extracted twice with ethyl 
10 acetate. The combined organics were washed with brine, dried and concentrated to give 
13.2 g of a light brown solid. Recrystallization from ethyl acetate gave 4.8 g (35.%) of a 
colorless solid identified as 2-benzotriazolyl-l-(2,4-dichlorophenyl)ethan-l-one. 

2-benzotriazolyl-l-(2,4-dichlorophenyl)ethan-l-one was dissolved in dimethyl- 
formamide dimethyl acetal (5 mL) and the solution refluxed for 8 h. Evaporation of the 
15 solvent gave 2-benzotriazolyl-l-(2,4-dicMorophenyl)^ 

as an air sensitive red solid which was used in the next step without further purification. 

2-benzotriazolyl-l<2,4-dicWorophenyl)-3<dimemylamino)prop-2-en-l-one was 

dissolved in 64 mL N-methylpyrrolidinone and 6.82 g (20.9 rnmol) of cesium carbonate 
and 4.19 g (16.12 rnmol) of ammo{24(5-nitro(2-pyridyl))ammo]emyl}carboxamidine 

20 hydrochloride added. The resulting suspension was heated at 100°C for 18h. The reaction 
was then cooled and partitioned between ethyl acetate and water. The aqueous layer was 
extracted with ethyl acetate, and the combined organic layers washed twice with water and 
once with brine. Concentration of the combined organic layers gave a yellow solid which 
was recrystallized from 5% ethyl acetate/methanol to afford 4.25 g (65%) of [5- 

25 bemotriazolyl-4K2,4^icWorophenyl)pyrinudin-2-yl]{2-[(5-mtro 
amino]ethyl} amine as a light yellow solid. 
HPLC [Method AZ-S] 1 1.56 min (100%), 1HNMR; 
MS: (m+H)/z, 522. 
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Example 93 

Preparation of r4-(2,4^cMorophenvl)-5- piperazinvlDvrimid {2-r(5-nilrof 2- 

pyridyl))amino] ethyl } armnf* 




1. Preparation of tert-butyl 4-r2-a,4-dicMoronn e n y n-2-oxoethvnnin e ra Z inecarboxv1 a te. 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 1. mmol 
of tert-butyl piperazinecarboxylateand 1.2 mmol Cs 2 C0 3 in DMF at room temperature for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
ethyl acetate. The solution was extracted three times with ethyl acetate, dried over sodium 
sulfate, and purified by column chromatography eluting with 50% ethylacetate and 50% 
hexane to obtain tert-butyl 4-[2-(2,4-dicWorophenyl)-2-oxoe%l]piperazinecarboxylate. 

2. Preparation of tert-butyl 4-{2-(2,4-dicMoronb e nvlVl-r(dimethy 1 a niino^ m ethv1ene1 -7- 
oxoethvl } piperazinecarboxylate 

1 mmol of tert-butyl 4-[2-(2,4-dichlorophenyl)-2-oxoethyl]piperazinecarboxylate 
was heated to 80°C in neat N,N-dimemylfoimamidedimethyl acetal for six hours. The 
reaction mixture was concentrated in vacuo and purified by trituration with diethyl ether to 

obtain tert-butyl 4-{2-(2,4-dicWorophenyl)-l-[(dimemylaniino)methylene]-2-oxo- 
ethyl}piperazinecarboxylate. 

3. Preparation of tert-but yl 4-r4-(2.4-dichlorophenvn-2-((2-rr5-nitror2- 
pyridyl))anunolemvllami no)pvrhnidm-5-yl1pipera2inecarboxvlate 

1 mmol of tert-butyl 4-{2-(2,4-dicmorophmyl)-l-[(dimemylaniino)methylene]-2- 
oxoethy^piperazinecarboxylate, 1 mmol of ammo{2-[(5-mtro(2-pyridyl))amino]- 
ethyl}carboxamidine, and 3 mmol of Cs 2 C0 3 was dissolved in DMF and heated to 90°C 
for fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water 
and ethyl acetate. The solution was extracted three times with ethyl acetate, dried over 
sodium sulfate, and purified by column chromatography eluting with 5-10% methanol 
/methylene chloride to obtain tert-butyl 4-[4-(2,4-dichlorophenyl)-2-({2-[(5-nitro(2- 
pyridyl))ainmo]e m yl}ammo)pyrimidm-5-yl]piperazme^ 

4. Preparation of r 4-(2,4-d i ch1o rophenylV5- D iDera 2 invl P vriniidin-2-vl1 l2-r(5-nitrnf ?. 
pyridyl))amino1ethvl} amine 

1 mmol of tert-butyl 4-[4-(2,4-dicMorophenyl)-2-({2-[(5-mtro(2-pyridyl))annno]- 
emyl}anuno)pyriniidm-5-yl]pipera2inecarboxylate is heated to 60°C 3M HC1 in MeOH for 
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one hour and concentrated in vacuo to obtain [4-(2,4-dichlorophenyl)-5- 
piperazinylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
HPLC: 7.683min. (100% purity) 
MS: MH*= 489.1 

Example 94 

Preparation of l-r2-({2-r(6-amino-5-ni1ro(2-pvridyl))amino1ethvUamino)-4-(2,4- 
dicMorophenyl)pyrimidin-5-yll-4-methylpiperazine-2,6-dione 



1 . Preparation of 2-r2-(2,4-dichlorophenyl)-2"Oxoethynisoindoline-l ,3-dione 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 2 mmol 
of phthalimide and 2 mmol of CS2CO3 in DMF at room temperature for fourteen hours and 
then purified by trituration with diethyl ether to obtain 2-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]isoindoline-l,3-dione. 

2. Preparation of 2- {2-(2,4-dichlorophenyl)-l -r(dimethylamino)methylene1-2- 
oxoethyl ) isoindoline- 1 ,3 -dione 

1 mmol of 2-[2-(2 5 4-dichlorophenyl)-2-oxoethyl]isoindoline-l,3-dione was heated 
to 80°C in N,N-dimethylfoimamidedimethyl acetal for six hours. The reaction mixture was 
concentrated in vacuo and purified by trituration with diethyl ether to obtain 2-{2-(2,4- 
dichlorophenyl)- 1 -[(dimethylamino)methylene]-2-oxoethyl } isoindoline- 1 ,3-dione. 

3. Preparation of 2- {N-r2-({2-r(6-amino>5-nitro(2-pyridyl))amino1ethyl>am^o)-4-(2,4- 
dicMorophenyl)pyrimidin-5-yl1carbamoyl>benzoic acid 

1 mmol of 2-{2-(2,4-dicMorophenyl)-l-[(dimethylamino)methylene]-2- 
oxoethyl}isoindoline-l,3-dione, 1 mmol of amino {2-[(6-amino-5-nitro(2-pyridyl))amino] - 
ethyl} carboxamidine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C 
for fourteen hours. The reaction. mixture was concentrated in vacuo and diluted with water 
and ethyl acetate. The solution was extracted three times with ethyl acetate and dried over 
sodium sulfate to obtain 2-{N-[2-({2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}amino)-4- 
(2 5 4-dicUorophenyl)pyriinidin-5-yl]carbamoyl}benzoic acid. 

4. Preparation of 2-r2-({2"r(6-amino-5-nitro(2-pyridyl))aminolethyl)amino)-4-(2,4- 
dicMorophenyl)pyrimidin-5-yllisoindoline-l,3-dione 

1 mmol of 2-{N-[2-({2-[(6-ammo-5-mtro(2-py^ 
dicMorophenyl)pyrimidin-5-yl]carbamoyl}benzoic acid was heated to 120°C in acetic acid 
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for forn- hours and then concentrated in vacuo to obtain 2JCH{M(fi^dno.5^oC2r 
P^)an™o]e m yl }a ^ 

pyndvl^amin olethvl} amine. « ; 

5 , M \ mm ° 1 ° f 2 - [2 - C{2 - K6 -^ 0 - 5 -^°( 2 -Pyridyl))ainin^^ 

AcMorcpheny^^ and 20 mmol of hydrazine were 

shrred an ethanol at 75°C for two hours and then purified by cohunn chromatography 
eluhng w,th 5-10% methanol/methylene chloride to obtain [S^mmJ-cZ 

dichjc^henyQpyrimidin^-vlM-methvlDi 

nvrid m 1 t f;^°^ (2AdiCm ° r0phen ^^^ 

pynd^yl))annno]ethyl}amine, and 2 mmol of methylixninodiacetic acid, 4 mmol of HBTU 
and 5 mmol of N,N-diiso P ropylemylamine were added to solution and stixred for six hours' 
15 at room temperature. The reaction mixture was concentrated *, vacuo and diluted with 
water and ethyl acetate. The solution was extracted three times with ethyl acetate, dried 
Zl S ; lfate ' md PUrified by «*™ chromatography eluting with 5-10* 

— " t0 ° btain l-^{2-[(6-amino-5-mtro(2- 

20 

HPLC: 7.560min. (99% purity) 
MS: MH + = 546.1 



25 



30 



Example 95 

d*chloropheny1)pvrinudm^ 




H 2 N 



L Preparation of 2-f2-(2,4-dichlorop h P n y D-2-oxoemvl1isoi n d oline-1.3-dinn e 
«f K* rT' 0f ; 2 ' 4 - dicMor0 P hena ^ ^oride in DMF was added drop wise to 2 mmol 
of phthahnude and 2 mmol of Cs 2 C0 3 in DMF at room temperature for fourteen hours and 
then punfied by trituration with diethyl ether to obtain 2-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]isoindoline-l 5 3-dione. posayi) J. 
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9 PrgiMationgfJr^ ^ 

\ nunol of 2-[2-(2,4-dicMc>roph^^ was heated 

to 80°C inN,N-dimethylformamidedixaethyl acetal for six hours. The reaction mixture was 
concentrated in vacuo and purified by trituration with diethyl ether to obtain 2,{2^,4r 

? _ prgp^tjon of 9-m-r2-(l2-r(6-amino-5-nitror P ^dy1^arninolethv1}armno)-4-(2,4- 
dicMoroDhenvl)pvrimidin-5-vl1carharnovn benzoicacid 

1 mmol of 2-{2-(2,4-dicMorophenyl)-l-[(dimethylannno)me^ 
isoindoline-l,3-dione, 1 mmol of ammo{2-[(6-amino-5^^ 
carboxamidine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90 C for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
ethyl acetate. The solution was extracted three times with ethyl acetate and dried over 
sodium sulfate to obtain 2-{N-[2-({2-[(6-amino-5^ 
15 (2,4-dicWorophenyl)pyrirmdm-5-yl]carbamoyl}benzoic acid. 

dicMorophenv1 >P Yritnidin-5-vl1isoindolin e-l,3-dione . 

1 mmol of 2-{N-[2-({2-t(6-ammo-5-mtio(2-pyridyl))an 1 ino]emyl}armno)-4-(2,4- 

dicmoropheny^pyrimidin-S-yycarbamoyllbenzoic acid is heated to 120°C in acetic aod 
for four hours and then concentrated in vacuo to obtain 2-[2-({2-[(6-amino-5-mtro(2- 

pyridyl))ainM^ 
S^PrgBagtion of [j^anu^^ 

pv ridvn)am ino lethvU amine 

1 mmol of 2-[2-({2-[(6-ammo-5-mtro(2-pyridyl))armno]emyl}ammo)-4-(2^ 

dichlorophenyl)pyrinudin-5- y l]isoindoline-l,3-dione and 20 mmol of hydrazine were 
stirred in ethanol at 75°C for two hours. The reaction was concentrated and purified by 
column chromatography 5-10% methanoymethylene chloride to obtain [5-ammo-4-(2,4- 
dicmorophenyl) P yrimi^^ 

S p^tinn of i_r2-a2-r(6-3™™-5-nitro^^ 

30 «1inblorophenvlVvriimdin-5-vll-3-pyrrolin e-2 T 5-dione 

1 mmol of [5-ammo-4-(2,4-dicWorophenyl)pyrirnidm-2-yl]{2-[(6-anm^^ 
P yridyl))amino]ethyl}amine, and 2 mmol of malaic anhydride are stirred at room 
temperature for four hours. 2 mmol of HBTU, and 3 mmol of N^N-diisopropylethylamme 
were added to solution and left for six hours at room temperature. The reaction rmxture 

35 was concentrated in vacuo and diluted with water and ethyl acetate. The solution was 
extracted three times with ethyl acetate, dried over sodium sulfate, and purified by column 
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chromatography eluting with 5-10% methanol/methylene chloride to obtain l-P<{Wf6- 

amm 0 -5-mtro(2- P yridyl))am m o]ethyl}ammo)-4-(2^^^ 

pyrroline-2,5-dione. 

6. Preparation of 1 {2-r(6-a m i no-5 - ni tro ( 2- P vridvl^n 1 in olethvnan 1 inn^-0 ± 

Large excess of morpholine was added to clean fractions of l-PK{2-[(6-amino-5. 

2 5-dione concentrated in vacuo, and purified by column chromatography eluting with 5- 
10* methanol/methylene chloride to obtain l-[2-({2-[(6-ammo-5-mtro(2-pyridyl))amino]- 

emyl}annno)-4-(2 5 4-dicMorophenyl)pyrinridin-5-yl]-3^ 5 . 
dione. 

HPLC: 8.133min. (100% purity) 
MS: MH + = 602.2 

Example 96 

Preparation of l-r4-(2.4-dich1 orophenvlV2-f {2-rr5-nitro^ 
Bgdyljjamjnoieayll^^ 



V 




, 1. Preparation of 2-r2-(2,4-dichloro phenv1V 2-oxoethvnis oindo1ine-1 , ww 

, u*. ° f 2 ' 4 - dicM ° r °P henac y 1 chl °ride in DMF was added drop wise to 2 mmol 

of phthahmxde and 2 mmol of Cs 2 C0 3 in DMF at room temperature for fourteen hours and 
then punfied by trituration with diethyl ether to obtain 2-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]isoindoline-l 5 3-dione. 

^Preparation of 2-{2-r? 4-dirh1orophenvlVl-rrdi m .thvlaxnino->methv1.n ft1 .9- 
oxoethvlHsoindoline-l,3-dione 

. 1 mmol of 2-[2-(2,4-dicMoroph^ . g ^ tQ 

80 C m neat HN-dimemylformamidedimethyl acetal for six hours. The reaction mixture 
was concentrated in vacuo and purified by trituration with diethyl ether to obtain 2-{2-(2 4- 

_ 3. Preparation of^NJ^^i ^ cbjprDph^ 

pyridyl))animolethyl}ammo)pvrim,din-5 .yllcarbamovnben^ 

1 mmol of 2-{2-(2,4-dicWoro P henyl)-l-^^ 
1S omdolme-l 5 3-dione, 1 ^ of ^^(s™^^,^^^ 
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e^camoitauridine, and 3 mmol of Cs 2 CC>3 - ^^t^™ 
J™ bours. Th e «*» »«- ^ITT^ el ~ and dried over 

1 mmol of 2-{M-L^ Ulta " op . tic ac jd f or four 

hours and then concentrated in vacuo to obtain 2 [<HA4 » 
P yridvl))ammo]emyl}ammo)py» 

^aMB^^ 

1 mmol of 2 14 12,4 v hydrazine were stored in 

ethanol a«7S°C for two hours '^"Sb-I-^ ,4^ichlorophenvl)pyrimidn,2- 
10% methanol/methylene chlonde to obtam [5-amino 4-t 
ylK2-[(5-mtm(2-pvridyl»anrino]ethyl}amine. 

^icUo^ph^ ^ 

j -> ™mr,1 of methylnrrinodiacebc acid, 4 mmol or no , 
amino]ethyl>am>ne, and 2 mmol of stirred for six honrs at 

mmol of K.N-diisoptopylethylannne were V*^ 1 md diluted wi(h wate r 

mom temperature. The reaction mixture was ~ acetate>dlied over 

^dtam sulfate, ^ ^ » H4 . (2 , 4 ^chloropheuyl>2-({2-t(5-n.tro(2- 



HPLC: 12.850min. (100% purity) 
30 MS: MH + = 531.2 
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Example 97 



H,C /-^ U 




^^^^^^^^ » 2 — 

«- purified by ^2 ^r"^ 6 '^ 1 ""- 

20 carboxanridine, and 3 n™,, of ^e£Tf "I 7™ '?-'»*»'*ffltol-W>- 
Ween ho UI a. ^ ^ " '° ^ * 

eftyl acetate. He sototo waa '" ~" "* ' -* 

for four hours and then concentrate • to 120 C in acetic acid 

concentrated m vacuo to obtain 2-r? mr« • , . 
pyndyl^aminojetbynamino)^^^!,^ u « t 2 -({2-[(6-amino-5-nitro(2- 
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5. Preparation of r5-amino^-(2,4-dichlorophenyl)pyrimidin-2-yl1 {2-r(6-amino-5-nitro(2- 
pyridyl))amino1ethyl) amine 

1 mmol of 2-[2-({2-[(6-amino-5-nitro(2-py^^ 
dicMorophenyl)pyrimidin-5-yl]isoindoline-l,3-dione and 20 mmol of hydrazine were 
5 stirred in ethanol at 75°C for two hours and then purified by column chromatography 
eluting with 5-10% methanol/methylene chloride to obtain [5-amino-4-(2,4- 
dichlorophenyl)pyrimidin-2-yl] {2-[(6-axiiino-5-nifro(2-pyridyl))amino]ethyl} amine. 

6. Preparation of l-r2-({2-r(6-amino-5-nitro(2-pyridyl))amino1ethyU amino V4-(2,4- 
dichlorophenyl)pyrimidin-5-yll-3-pyrroline-2,5-dione 

10 1 mmol of [5-amino-4-(2,4-dicMorophenyl)pyrimidixi-2-yl] 

pyridyl))amino] ethyl} amine, and 2 mmol of malaic anhydride were stirred at room 
temperature for four hours. 2 mmol of HBTU, and 3mmol of N,N-diisopropylethylamine 
were added to the solution and left for six hours at room temperature. The reaction mixture 
was concentrated in vacuo and diluted with water and ethyl acetate. The solution was 

15 extracted three times with ethyl acetate, dried over sodium sulfate, and purified by column 
chromatography eluting with 5-10% methanol/methylene chloride to obtain l-[2-({2-[(6- 
amino-5-nitro(2-pyridyl))amino]e 
pyrroline-2,5-dione. 

7. Preparation of l-r2-({2-r(6-amino-5-mtro(2-py^ 

20 dichlorophenyl)pyrimidin-5-yl1-3-(dimethylamino)pyrrolidine-2,^ 

A large excess of dimethylamine was added to clean fractions of l-[2-({2-[(6- 

amino-5-nitro(2-pyridyl))amin^^ 

pyrroline-2,5-dione concentrated in vacuo. 

HPLC: 5.21 5min. (95% purity) 
25 MS: MH*= 560.2 

Example 98 

Preparation of {2-r(6-amino-5-nitro(2-pvridvl))amino1ethyl> r6-(2,4-dichlorophenyl)-5- 

imidazolyl(2-pyridyl)1amine 



30 1. Preparation of l-(2,4-dichlorophenyl)-2-imidazolylethan-l-one. 

A stirred solution of l-(2,4-dichlorophenyl)-2-chloroethan-l-one (0.95 M) and 
imidazole (2.68 M) in CH 3 CN (500 ml) were heated for 14-16 hours at 75 °C. The product 
was stripped of solvent under reduced pressure. The residue was diluted with 
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dichloromethane (1 L) and water (400 ml), and the mixture was stirred for 30 min. After 
filtering off a solid impurity, the aqueous layer was removed and discarded. The organic 
layer was washed sequentially with water (300 ml), sat aq. NaHC0 3 (300 ml), water (300 
ml), brine (200 ml), dried with Na 2 S0 4 , filtered, and concentrated under reduced pressure. 
5 The reddish black oil was dried overnight in vacuo giving l-(2,4-dichlorophenyl)-2- 
imidazolylethan-l-one in 90% yield. 

2. Preparation of ethyl S-q^dichlo rophenvn-^imid azolvl-S-oxopentaiioate. 

l-(2,4-dicMorophenyl)-2-imidazolylelhan-l-one (0.80 M) was dissolved with 
heating as necessary in a stirred mixture of THF (250 ml) and abs. ethanol (250 ml). After 

10 cooling to room temperature, potassium hydroxide (0.20 M) was added followed by a 
dropwise addition of ethyl acrylate (45.8 ml) via addition funnel over 10 min. A room 
temperature water bath was used to cool the exothermic reaction for the first 30 min. After 
stirring for 14-16 hours, the reaction was neutralized with gla. acetic acid (10 ml) and 
concentrated under reduced pressure. The residual dark reddish black slurry was dissolved 

15 in abs. ethanol (100 ml) and concentrated again under reduced pressure giving ethyl 5-(2,4- 
dichlorophenyO^-imidazolyl-S-oxopentanoate (2) in 108% yield. The crude materials 
contaminated with potassium salts and is used without further purification. 

3. Preparation of 6- (2,4- dicluorophenvlV5-inndazolvl-1.3.4-trihvdro D vridin-2-one. 

A mixture of ethyl 5-(2,4-mcMorophenyl)-4-imidazolyl-5-oxopentanoate (0.51 M) 
20 was dissolved in gla. acetic acid (245 ml), toluene (135 ml), and abs. ethanol (405 ml). 
Ammonium acetate (3.07 M) and flame dried 4A powder molecular sieves (145 g) were 
added to the stirred solution. The resulting mixture was stirred for 44-46 hours at 90-95 °C 
under argon. After 24 hours of heating, additional reagents were added including 
ammonium acetate (0.51 M), acetic acid (41 ml), and flame dried 4A powder molecular 
25 sieves (24 g). On cooling methanol (200 ml) was added with stirring for 15 minutes. The 
sieves were filtered and washed with methanol (2 x 150 ml). The filtrate was concentrated 
under reduce pressure. To the crude material was added dichloromethane (1.5 L). The 
organic layer was then washed until basic, with 5-10% sodium hydroxide solution (3 x 500 
ml). The organic layer was then washed with distilled water (3 x 400 ml), saturated 
30 sodium chloride solution (300 ml), dried with sodium sulfate, filtered, and concentrated 
under reduce pressure. The reddish orange solid was dried in vacuo giving 102 g of crude 
product. A solution of 2% methanol in ethyl acetate (90-1 10 ml) was added to the crude 
product. The resulting solid was collected by filtration and washed with ethyl acetate (2 x 
100 ml). The off white solid was dried in vacuo to give 6-(2,4-dichlorophenyl)-5- 
35 u^idazolyl-l,3,4-trmydropyridin-2-onein60%yield. 
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4 Preparation of 6-(9 ^-dicMorophenv lVS - imid azolylhydropyridin^-one , 
A mixture of 6^2,4-mcMorophenyl)-5-imi^^^ 

(0 21 M), selenium(IV) oxide (0.63), and gla. acetic acid (400 ml) was stirred for 10 hours 
at' 105-110 °C under argon. The acetic acid was removed under reduced pressure. 
5 Methanol (500 ml) was added. After mixing, the solution was filtered to remove selemum 
" residue To the methanol* solution, lead(II) acetate trihydrate (99 g) and dolled water 
(50 ml) were added and stirred for 1 hour. The mixture was filtered through a cehte plug 
(0 25-0 5 inches). The solution was concentrated under reduced pressure. The crude 
material was purified by a silica gel column. The product was eluted with ethyl acetate and 
10 a slowly increasing gradient of methanol reaching a final concentration of 8%^ The proper 
fractions were concentrated under reduced pressure and dried in vacuo. The solxd was 
further purified by trituration with a small volume of 1:1 methanol and ethyl acetate. The 
off-white solid was dried in vacuo to give 6-(2,4-dichlorophenyl)-5- 
imidazolylhydropyridin-2-one in 68% yield. 

To the dry solid 6-(2,4-dichloro P henyl)-5-imidazolylhydro P yndm-2-one (2.40 M) 
was added W -dimemylacetamide (6 drops) followed by phosphorous oxychlonde (20 
M) The reaction mixture was stirred for 18-20 hours at 105-110 °C under argon. The 
phosphorous oxychloride was removed under reduced pressure. The crude product was 
20 taken up in dichloromethane (75 ml), and the solvent was removed under vacuum The 
sticky solid was dried to a free flowing solid in vacuo 3-4 hour giving [2-(2,4- 
dicluorophenyl)-6-chloro-3- P yridyl]imidazole in 167% yield. The crude matenal rs 
contaminated with phosphorous residue and is used wilh out further purification. 

25 The crude material above, ^^-dichlorophenyO-e-chloro-S-pyridyllumdazole 

was cooled under argon to -78 °C with dry ice acetone. With argon continually flushmg 
through the system, ethylene diamine (200 ml) was added very carefully morutormg the 
release of gas and heat. After completing the addition, the reaction mixture was stirred for 
5-6 hours at 105-110 °C under argon. Upon cooling, the ethylene diamine was removed 
30 under reduced pressure and dried in vacrto for 2-3 hours. To the residual material was 
added acetonitrile (100 ml) and saturated sodium bicarbonate solution (250-300 ml). To 
the stirred mixture above, sodium bicarbonate solid was added until the mixture was fully 
' saturated. After 30 min., acetonitrile (300-350 ml) was added to the saturated aqueous 
solution. The mixture was stirred and the layers were separated saving both aqueous and 
35 organic portions. The aqueous layer was extracted with acetonitrile (4 x 250 ml). The 
organic layers were combined and washed with saturated sodium chloride solution (100 
ml) dried with sodium sulfate, filtered, concentrated, and dried in vacuo. The residue was 
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dissolved in methanol (70-90 ml). The mixture was filtered to remove residual salt, and 
concentrated under reduced pressure. The off-white solid was dried in vacrto giving (2- 
^°e*yW6-^^ ^ 9?% ^ < 
the nnbal amount of ^^icmorophenyO-S-imidazolymydropyridm-^one used The 
material contains minimal amounts of salt and was used without further purification. " 
p reparation of f^ -ajnjgc^ ^ ^chlg^vj^ 
umdazolvl(2 - pv ridvl)1 aminR K ]LJ — 

(0-14 M) 6-c U oro-3-nitro-2-pvnd y lanune (0.14 M), ^dimethylacetamide (40 ml), and 
Humg s base ^ was stirred for „ ^ ^ ^ ^ ^ ^ ^ 

(3.8 ml) was added to remove the unreacted chloropyridine, and the mixture was stirred for 
an add:* onal 0.75-1 hour at 85-90 °C under argon. After cooling, the reaction was diluted 
wnh ethyl acetate (500-600 ml), extracted with saturated sodium bicarbonate (4 x 200 ml) 
dolled water (3 x 150 ml), saturated sodium chloride (150 ml). The organic layer was 
dned w:* sodium sulfate briefly (2-3 minutes) so as not to initiate precipitation of the 
product. The organic layer was filtered, concentrated, and dried in vacuo. To cause 

^H!- 0 ^ " ° f m ^ 01 ^ was added followed 

with the addmon of an equal volume of ethyl acetate. The mixture was allowed to age for 
2-3 hours. The solid was collected by filtration, washed with minimal 1:1 methanol/ethyl 
acetate (5 ml), and a finally 10 0 o/„ ethyl acetate (2 xlO ml). The yellow solid was dried in 
vacuo to give {2-[(6-ammo-5-mt^^ 
mudazolyl(2-pyridyl)]aminein 61% yield. 
HPLC: 19.8 min (>95% purity) 
MS: M+H = 485 (C 21 H 18 C,2N 8 0 2 +H = 485) 

Example 99 
yllanimo}emvl)ammo1pvridine-3-carboiiifrilP. 




6 ; f(2 - { ^ (2 ^ cWor °P hen yO-5-(4-memym^^ 
emy )a^no]pyndme-3-carbonitrilewas prepared using the general method for J 2 4. 

atmnewith the exceptions noted below. 
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1. Preparation of l-(2,4-dicMorophenvl)-2-(4-metfaylinudazol-2^vl)etfaan-l-one 

A solution of 2,4-dichlorobenzoyl chloride (7.24 M) in dichloromethane (25 ml) 
was added dropwise over 20 minutes to a stirred solution of 2,4-dimethylimidazole (0.80 
M) in dichloromethane (75 ml) and #,jV-diisopropylethylamine (Hiinig's base) (34 ml). 
5 The reaction mixture was cooled during the addition using a water bath. The reaction 
mixture was then heated to reflux for 5 hours. The reaction can turn a darker color. The 
product was stripped of solvent under reduced pressure, and the resulting solid was dried in 
vacuo for one hour. 

To the dry solid (described above) was added a solution (2:1 v/v, 120 ml) of gla. 

10 acetic acid and aq. con. HC1. The mixture was then stirred at reflux for ca. 90 min. The 
acetic acid was removed via rotary evaporator. Upon cooling, distilled water (200 ml) and 
toluene (100 ml) were added to the solid residue, which was vigorously stirred for 30 min. 
The solids were filtered, rinsed with 50 ml distilled water, and discarded. The filtrate was 
transferred to a separatory funnel. After the organic layer was discarded, the aqueous layer 

15 was washed with toluene (2 x 100 ml). The aqueous layer was transferred to a large beaker 
(2 L) and diluted with isopropyl ether (50 ml). The stirred mixture was basified (pH 7-8) 
by careful addition of sodium bicarbonate which leads to the formation of a sticky white 
solid. Dichloromethane (200 ml) was added and stirring continued for 10 min. The 
organic layer was separated and the aqueous layer was again extracted with 

20 dichloromethane (100 ml). The organic layers were combined and washed with sat. aq. 
NaHC0 3 (100 ml), distilled water (100 ml), brine (100 ml), dried with Na 2 S0 4 , filtered, 
concentrated, and dried in vacuo giving l-(2,4-dichlorophenyl)-2 T (4-methylimidazol-2- 
yl)ethan-l-one in 46% yield. 

2. Preparation of (2Z)-l-(2,4-dichlorophenyl)-3-(dimethylamino)-2-(4-methylimida2ol-2- 
25 yl)prop-2-en- 1 -one. 

A mixture of l-(2,4-dichlorophenyl)-2-(4-methyliinidazol-2-yl)ethan-l-one (0.33 
M) and JV;iV-dimethylformamide-dimethyl acetal (DMFDMA) (25 ml) was stirred for 2.5 h 
at 70-75 °C. The DMFDMA was then removed under reduced pressure and dried under 
high vacuum for several hours giving a light orange solid in quantitative yield. The 
30 enaminone product (2Z)-l-(2,4-dicMorophenyl)-3-(dimethylaniino)-2-(4-methylimidazol- 
2-yl)prop-2-en-l -one was typically used without further purification. 

3. Preparation of 6-r(2-aminoethyl)ainino1pyridine-3-carbonitrile. 

A mixture of 2-chloro-5-cyanopyridine (0.60 M) in acetonitrile (120 ml) and 
ethylene diamine (85 ml) were stirred overnight (ca. 16 h) at 75-80 °C under argon. The 
35 ethylene diamine was removed under reduced pressure and then dried in vacuo for 2-3 h. 
The residual solution was basified with 1M sodium hydroxide solution (-100 ml). The 
aqueous solution was saturated with sodium chloride and extracted with a solution of 95 % 
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ethyl acetate and 5% methanol (3 x 150 ml) and with a solution of 95% acetonitrile and 5% 
methanol (3 xl50 ml). The organic extracts were combined and extracted with a saturated 
sodium chloride solution (2 x 70 ml). The organic layer was dried with sodium sulfate, 
filtered, and concentrated under reduced pressure. Hie crude white to tan solid was 
triturated with ether (2 x 50 ml) and dried overnight in vacuo resulting in 78% yield of 6- 
[(2-andnoethyl)amino]pyridine-3~carbonitrile. 

4. Preparation of amino {2-r(5-cyano(2-pyridyl))amino1ethyl>caAoxamidine, 
hydrochloride. 

A mixture of 6-[(2-anndnoethyl)amino]pyridine-3--carbonitrile (0.47 M), \H - 
pyrazole- 1 -carboxamidine hydrochloride (0.47 M), and acetonitrile (120 ml) were stirred 
ca. 24 h at 75-80 °C: Upon cooling, a precipitate was collected by filtration. The white 
solid was washed thoroughly with acetonitrile (2 x 100 ml), ethyl ether (3 x 100 ml), and 
dried overnight in vacuo giving amino {2-[(5-cyano(2-pyridyl))amino] ethyl} carboxamidine 
as the HC1 salt in 82% yield. 

5. Preparation of 6-r(2-{r4-(2,4-dicMorophenyl)-5-(4-^^ 
yll amino > etfayl)amino1pyridine-3 -carbonitrile. 

A solution of sodium ethoxide (0.58 M) dissolved in abs. ethanol (15 ml) was 
added to a stirred mixture of (2Z)-l-(2,4-dicWorophenyl)-3-(dimetibiylainino)-2-(4- 
mefhylimidazol-2-yl)prop-2-en-l-one (0.41 M), amino {2-[(5-cyano(2-pyridyl))amino]- 
ethyl} carboxamidine, hydrochloride (0.43 M), and abs. ethanol (20 ml). The reaction was 
then heated to 75-80 °C for 2.5 hours. On cooling the reaction was diluted with ethyl 
acetate (400 ml) washed with sat-aq. NaHC0 3 (100 ml), distilled water (2x100 ml), brine 
(100 ml), dried with Na 2 S0 4 , filtered, and concentrated. The crude product (-50% purity) 
was purified by flash chromatography over silica gel. The column was run starting with 
1:1 ethyl acetate to hexane, then ethyl acetate which was used until all of the fast moving 
impurities had been removed. The product was eluted with 1.5% methanol in ethyl acetate. 
The column is monitored by TLC using 5% methanol in ethyl acetate as the solvent 
system. The product has UV activity in the long wave length region and "glows" blue on 
the unstained TLC plate. The proper fractions were condensed. The off-white solid was 
dried overnight in vacuo giving 6-[(2-{[4-(2,4-dicMorophenyl)-5-(4-m 
yl)pyrimidin-2-yl]amino}ethyl)a in 28% yield. 

HPLC: 20.7 min (>99% purity) 
MS: M+H = 465.3 (C22H1 gCnNg+H = 465) 
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Example 100 

Preparation of \5 -(( 1 E)- 1 -aza-2-morpholin-4-ylprop- 1 -enyl)-4-(2,4- 
dichlorophenyl)pyrimidin-2-yl1 {2-r(6-aminO"S-ni1xo(2-pvridyl))amino1ethvU amine 




II 

o 

5 1 . Preparation of 2-r2-(2,4-dicMorophenyl)-2-oxoethyl1isoindoline- 1 3-dione 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 2 mmol 
of phthalimide and 2 mmol of CS2CO3 in DMF at room temperature for fourteen hours and 
then purified by trituration with diethyl ether to obtain 2-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]isoindoline- 1 ,3-dione. 

10 2.' Preparation of 2-{2"(2,4-dichlorophenyl)-l-r(dimethylainino)methylene1-2- 
oxoethyl ) isoindoline- 1 ,3-dione 

1 mmol of 2-[2-(2,4-dichlorophenyl)-2-oxoethyl]isoindoline--l,3-dione was heated 
to 80°C in N,N-dimethylformamidedimethyl acetal for six hours. The reaction mixture was 
concentrated in vacuo and purified by trituration with diethyl ether to obtain 2-{2-(2,4- 

1 5 dichlorophenyl)- 1 -[(dimethylamino)methylene]-2-oxoethyl} isoindoline- 1 ,3-dione. 

3. Preparation of 2-{N-r2-({2-r(6-amino-5-nitrb^ 
dicMorophenyl)pyrimidin-5-yl1carbamoyl>benzoic acid 

1 mmol of 2- {2-(2,4-dichlorophenyl)- 1 - [(dimethylamino)methylene]-2- 
oxoethyl}isoindoline-l ,3-dione, 1 mmoi of amino (2-[(6-amino-5-nitro(2-pyridyl))- 

20 amino] ethyl }carboxamidine, and 3 mmol of CS2CO3 were dissolved in DMF and heated to 
90°C for fourteen hours. The reaction mixture was concentrated in vacuo and diluted with 
water and ethyl acetate. The solution was extracted three times with ethyl acetate and dried 
over sodium . sulfate to obtain 2-{N-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino] ethyl }annno)^ 

25 acid. 

4. Preparation of 2-[2-( {2-r(6-amino-5-nitrof 2-pyridyl))amino1ethyl) amino)-4-(2,4- 
dicMorophenyl)pyriinidin-5-yl1isoindoline- 1 ,3-dione 

1 mmol of 2-{N-[2-({2-[(6-amino-5-nitro(2-pyridyl))aimno]ethyl}amino)-4-(2,4- 
dicUorophenyl)pyrimidin-5-yl]carbamoyl}benzoic acid was heated to 120°C in acetic acid 
30 for four hours and concentrated in vacuo to obtain 2-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino] ethyl} ainino)-4-(2 5 4-dicUorophenyl)pyrimidin-5-yl]isoindoline- 1 ,3-dione. 
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5. Preparation of r5-amipo-4-f2.4-dic hlorophenvnpyrimidiB-2-vl1 {2-r(6-amino-5-nitrof2- 
pyridyl))aminoletfayU amine 

1 mmol of 2-[2-({2-[(6-ammo-5-nitro(2-pyridyl))amino]ethyl}amino)-4-(2,4- 
dicMorophenyl)pyrirnidin-5-yl]isoindoline-l,3-dione and 20 mmol of hydrazine were 
stirred in e&anol at 75°C for two hours and purified by column chromatography eluting 
with 5-10% methanol/methylene chloride to obtain [5-amino-4-(2,4-dichloro- 
phenyl)pyrimidin-2-yl] {2-[(6-ammo-5-mtro(2-pyridyl))ammo]emyl}amine. 

6. Preparation of N-r2 -({2-r('6-ammo-5-nitror2-p yridv1))aTr l in o1emvllamino)-4-r2.4- 
dichlorophenvnp vrimi din-5-vnacetamide 

1 mmol of [5-ammo-4-(2,4-dicMorophenyl)pyrm^ 
pyridyl))amino]ethyl} amine and 1 mmol of acetic anhydride were stirred at room 
temperature for four hours in THF. The reaction mixture was concentrated in vacuo and 
diluted with water and ethyl acetate. The solution was extracted three times with ethyl 
acetate, dried over sodium sulfate, and purified by column chromatography eluting with 5- 
10% methanol/methylene chloride to obtain N-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))ammo]emyl}ammo)-4-(2,4-dichlorophenyl)pyrmiidm-5-yl]ac 

7. Prep aration of l-{r2-({2-^(6-ammo-5-mtro(2-pvridvn)ammolemvnanlino')-4-r2.4- 
dichloroph enyl)pyrimidm-5-vl^amino>ethane-l-thione 

1 mmol of N-[2-({2-[(6-an3ino-5-mfro(2-pyridyl))amino]emyl}amino)-4-(2,4- 
dichlorophenyl)pyrimidin-5-yl]acetamide and 2 mmol of Lawesson's reagent were stirred 
in 2 ml of DME at 80°C The reaction mixture was concentrated in vacuo and diluted with 
water and ethyl acetate. The solution was extracted three times with ethyl acetate, dried 
over sodium sulfate, and purified by column chromatography eluting with 5-10% 
methanoVmethylene chloride to obtain l-{[2-({2-[(6-aniino-5-nitro(2-pyridyl))- 
ammo]emyl}ammo)-4-(2,4-dicmorophenyl)pyrimidm-5-yl]amm 

8. Prepara tion of \5-( (1Z)-1 -aza-2-morpholin-4-ylprop- 1 -enyl)-4-(2,4- 
dicMorophenyl)pyrirmdm -2-vl1{2-^ 

1 mmol of l-{[2-({2-[(6-arDino-5-mho(2-pyridyl))ammo]ethyl}amino)-4-(2,4- 
dicMorophenyl)pyrirmdm-5-yl]ammo}emane-l-thione was heated to 90°C in morpholine 
and purified by column chromatography eluting with 5-10% methanol/methylene chloride 
to obtain [5-((lZ)-l -aza-2-morpholin-4-ylprop-l -enyl)-4-(2,4-m C morophenyl)pyrimidin-2- 
yl] {2-[(6-ammo-5-mtro(2-pyridyl))aniino]ethyl} amine. 
HPLC: 9.75min. (100% purity) 
MS: MH^ 546.3 
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Example 101 

Proration of 4-Hi^oronhenvn- 5 - imi daz ol-2-y lpyrimidin-2- Y 11 {2-ff 6-methoxy-5- 

nitrof 2-pvrid yl ^aminolet hvl> amine 



oh, „ O^H 






II 

o 



5 1 Preparation of 6-chloro-2 -memoxv-3-nitro-pyridine 

To a suspension of sodium hydride (684 mg, 28.49 mmol) in xylene (100 ml), 
methanol (0.98 ml, 25,9mmol) in xylene (30 ml) was added under nitrogen. The mixture 
was stirred for 20 min. A solution of 2,6-dichloro-3-nitropyridine (5.0g, 25.9mmo) in 
xylene (100 ml) was added to the reaction mixture and stirred at room temperature 

10 overnight. Water (50 ml) was added and the organic layer was separated. The orgamcs 
was washed with water (lX50ml) and brine (2X50ml), dried, and concentrated in vacuo^ 
The crude product was purified by flash chromatography (10:1 methylene chloride and 
acetone) to provide the desired compound, 6-cMoro-2-memoxy-3-nitro-pyridine, as the 
only isomer as light yellow solid (90%). 

15 9 Prgparatij^^ 

5 -mtro(2-pyridvl^aminole thvn amine 

To a solution of [4-(2,4-dicMorophen^ 

(20 mg 0.04 mmol) in DMF (1ml), 2-methoxy-3-nitro-6-chloro-pyridine (8.3 mg, 0.04 

mmol) and diisopropylemyl amine (31 ul, O.lSmmol) were added. The reaction mixture 
20 was stirred for 12 hours at 80°C. The crude mixture was concentrated in vacuo and 

subjected to column chromatography (10% methanol in methylene chloride) to afford [4- 

(2,4-dicmorophe^ 

amino]ethyl} amine as bright yellow solid. 
HPLC: 3.1 min (100% pure) 
25 MS:MH+=501C21H18C12N8O3 =500g/mol 

Example 102 

P ^^of r4-r2.4^^ 

nitro (2-pvridvl ^a™ino1ethvn amine 

30 [4 -(24-dicMoropheny^ 

P yridyl))anuno3ethyl}amine was prepared from [4-(2,4-dichlorophenyl)-5-im 1 dazol-l- 
ylpyrinudm-2-ylemylamine in accordance to the procedure described above for the 
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preparation of [4^BeU««^^ 
mtro(2-pyndyl))amino]ethyl} amine. 
HPLC: 3.2min (100% pure) 
MS:MH+=50lC21H18C12N8O3 = 500g/mol 

Example 103 

• ^ ^tionof6-r(2-(r4 -(2^^^ 

yl1 ammo}emvnamino1-3-nitropvridin-?--r>1 

pyndyDammoJethyDamine (7mg, O.Olmmol) was treated with hydrobromic acid (lOO^l) 

and acetic acid (10071) and stirred at 100°C overnight The mixture was concentrated in 

vacuo and lyophilized to give 6-[(2- {[ 4K2,4^ich^^ 

yl]anmio}emyl)airmio]-3-nitro P yridin-2-ol as a dark brown solid 

HPLC: 2.7min (100% pure) 

MS: MH+= 487 C20H16C12N8O3 = 486 g/mol 

. Example 104 

ggegralioiio^ 

yllarnmo) e mvl)aminol-3- m tropyridin-2-nl 

6-[(2-{[4-(2,4-dichlorophenyl)-5-imidazolylpyrinudm^^^ 

X^T, ^ fr ° m ^ (2 ^ cMoro P^)-5-^^^ 

yl]{2-[(6-memoxy-5-mtro(2-pyndyl)ammo]emyl>amine (7mg, 0.01 mmol) by following 

the same procedure as described for the preparation of ^[(^([^-dichlorophenyD-st 

imadazol-2-ylpyrinndm^^ 

HPLC: 2.46min (100% pure) 

MS: MH+= 487 C20H16C12N8O3 = 486 g/mol 

Example 105 

Preparer, of 1-{6-f(?-{f 4 -P -t-.iichlo ro nh m v l ^-i ni i da20 | v , nvrimiHin ,,. 
yljamino} ethvDaminoM-TiYri dvliethan- 1 -one 

l-(^[(2-{[4^2,4-dicNoroph e n^ 
anunO-S-pyndyDeta-l-o-e was prepared from [^dichlorophenyD-S-toidazoH- 
rTT, Z I i etbylamine "* H^Uoro-S-pyridyD-ethanone (preparer, as describerj in 
Tetrahedron 48:9233 (1992)) in aceordane* to the procedure deseribed above for me 

mtro(2-pyndyl))anuno]emyl}amine. 
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Example 106 

Preparation of r4-(2/£-dicMorophenyl)- { 
(iminomethoxynietfayl)(2-pyridvl)1 amino) ethyl)amine And 6-r(2-{r4-(2,4-dichlorophenyl)- 
5-inudazol-2-ylpyrimidin-2-yl1amino>ethyl)amino1pyri 

5 

[4-(2,4-dichlorophenyl)~5-imidazol-2-y^ 
amino] ethyl} amine (20 mg, 0.04mmol) was treated with saturated solution of methanolic 
ammonia (1ml) and ammonium chloride (lOmg) and stirred at 60°C overnight. The crude 
product was purified by column chromatography (10%methanol in methylene chloride) to 
1 0 provide the title compounds as white powder. 
HPLC: 2.38 mm (100% pure) 
MS: MH+= 484 C22H20C12N7O = 483 g/mol 
HPLC: 1.94 min (100% pure) 
MS: MH+= 469 C22H20C12N7O = 468 g/mol 

15 Example 107 

Preparation of {6-r(2-{r4-(2,4-dicMorophenyl)-5-im^ 

yllamino) ethyl)amino1(3-pyridyl)> iminomethylhydroxylamine 

A solution of [4-(2,4-dicMorophenyl)-54nridazol-2-ylpy^^ 
20 cyano(2-pyridyl)amino]ethyl} amine (20 mg, 0.04mmol) in aqueous ethanol(50?l of water 
in 500 ?1 ethanol) was treated with hydoxylamine hydrochloride (3.0 mg, 0.04mmol) and 
diisopropylethyl amine (16 ?1, 0.08 mmol). The reaction mixture was stirred overnight 
under reflux, and concentrated in vacuo. The residue was taken up in ethylacetate and 
washed with brine and concentrated. The crude mixture was subjected to column 
25 chromatography (10% methanol in methylene chloride) to give {6-[(2-{[4-(2,4- 
dichlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]amino } ethyl)amino](3-pyridyl)}imino- 
methylhydroxylamine. 
HPLC: 2.16 min (100% pure) 
MS: MH+= 484 C21H190C12N9O = 483 g/mol 

30 Example 108 

Preparation of {6-r(2-{r4-(2,4-dicMorophenyl)-5-imidazolylpyrimidin-2- 
yll amino } ethyl)aminol (3 -pyridyl) } iminomethylhydroxylamine 

{6-[(2- { [4-(2,4-dicUorophenyl)-5-iiiiidazolylpyriinidin-2--yl3 amino } ethyl)- 
35 amino](3-pyridyl)} iminomethylhydroxylamine was prepared from [4-(2,4- 
dicMorophenyl)-5-iinidazol-l-ylpyrimidin-2-yl]ethylamine in accordance to the procedure 
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described for the preparation of {6-[(2-{[4-(2,4-dicWorophenyl)-5-imida2ol-2-ylpyrimi 

2-yl]amino } ethyl)amino](3-pyridyl) } iminomethylhydroxylamine. 

HPLC: 2.19 min (100% pure) 

MS: MH+= 484 C21H190C12N9O = 483 g/mol 

Example 109 

Preparation of 6-r(2-{r4-(2,4-dichlorophenylV5-imid^ 

yllamino) etfayl)amino1pyridine-3-carboxamidine 

A solution of [4-(2 ? 4^icWorophenyl)-5-imidazol-2-ylpyrimidin-2-yy {2-[(5- 
cyano(2-pyridyl)amino]ethyl} amine (20 mg, 0.04mmol) in saturated solution of 
methanoic ammonia was stirred at 60°C for 48 h. The product was purified from the crude 
using reverse phase column chromatography to give 6-[(2-{[4-(2,4-dicUorophenyl)-5- 
inndazol-2-ylpyrimidin-2-yl]amino} ethyl)amino]pyridine-3-carboxamidine. 
HPLC: 2.14 min (100% pure) 
MS: MH+= 468 C21H19C12N9 = 467 g/mol 

Example 110 

Preparation of r4-(2,4-dicMorophenyl)-5-iim^ 4-cyano (2- 

pyridyDaminol ethyl > amine 

[4-(2,4-dicWorophenyl)-5-imidazol-l-ylpyrimidin-2-yl]{2-[(4- 
amino]ethyl} amine was prepared from [4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrimidin- 
2-yl]ethylamine and 2-chloro-4-cyanopyridine in accordance to the procedure described 
above for the preparation of [4-(2 5 4-dicWorophenyl)-5-iniida2ol-2-ylpyrimidin-2-yl] {2-[(6- 
methoxy-5-nitro(2-pyridyl))amino]ethyl} amine, 
HPLC: 2.79 min (100% pure) 
MS: MH+= 451 C21H16C12N8 = 450 g/mol 

Example 111 

Preparation of {6-r(2-(r4-(2,4-dicMorophenvl)-5-imidazol-2-ylpyrimidin-2- 
yllamino) ethyl)amino1-3-nitro(2-pyridyl)> dimethylamine 

1. Preparation of 6-chloro-2-dimethylamino-3-nitro pyridine 

A mixture of 2,6-dichloro-3-nitropyridine (1.9 g, lOmmole) and potassium 
carbonate (1.66g, 12mmole) in 30ml of tetrahydrofuran was stirred at 0°C for 5 min. A 
solution of dimethylamine/tetrahydrofuran (2M, 6ml, 12mmole) was added dropwise to 
the reaction mixture over 40 min. After stirring for 5 min at 0°C, the mixture was wanned 
to room temperature and stirred overnight The reaction mixture was filtered and the 
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filtrate was collected and concentrated under reduced pressure. The crude product was 
purified by flash chromatography, eluting with 87% hexane: 13% ethyl acetate to give 6- 
chloro-2-dimethylamino-3-nitro pyridine (1.05g). 
HPLC: 1 1 . 1 8 min (90% pure) 
5 MS:MH+=202.1 C7H8C1N302 =201g/mol 

2. Preparation of {6-r(2"{r4-(2,4-dichlorophenyl)-5-imida2ol-2-ylpyrimidin-2- 

yl1amino)ethyl)amino1-3-nitro(2-pyridyl)>dimethylaiiiine - 

{6-[(2-{[4-(2 5 4-dicUorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]amm 

amino]-3-nitro(2-pyridyl)}dimethylamine was prepared from [4-(2,4-dichlorophenyl)-5- 
10 imidazol-2-ylpyrimidin-2-ylethylamine and 6-cMoro-2-dimethylamino-3-nitro pyridine in 

accordance with the procedure described above for the preparation of [4-(2,4- 

dicMorophenyl)-5-imidazol-2-ylpyrm^ 

amino] ethyl} amine. 

HPLC: 1 1 .5 min (85% pure) 
15 MS: MH+=514.2 C22H21C12N902 = 513g/mol 

Example 112 

Preparation of {6-r(2-{r4-(2,4-dicMorophenvl)-5-imidazolylpyrimidin-2- 
yll amino ) ethyl)amino1 -3 -nitro(2-pyridyl) } dimethylamine 

20 {6-[(2-{[4-(2,4-dichlorophenyl)-5-inn^ 

3-nitro(2-pyridyl)} dimethylamine was prepared from [4-(2,4-dichlorophenyl)-5-imidazol- 
l-ylpyrimidin-2-ylethylamine and 6-chloro-2-dimethylamino-3-nitro pyridine in 
accordance with the procedure described above for the preparation of [4-t(2,4- 
dichlorophenyl)-5-imidazol-2-ylpyrimidm^ 

25 ethyl} amine. 

HPLC: 1 1 .6 min (85% pure) 

MS: MH+=5 14.3 C22H21 C12N902 - 5 1 3g/mol 

Example 113 

Preparation of r4-(2,4-dicMorophenyl)-5-imidazol^ 
30 (methylamino)-5-nitro(2-pyridyl)1ainino } ethyl)amine 

1. Preparation of 6"Chloro-2-methylamino-3-nitro-pyridine 

6-chloro-2-methylamino-3-mtro-pyridine was prepared in accordance to the 
procedure described above for the preparation of 6-cUoro-2-dimethylamino-3-nitro 
35 pyridine by using solution of methyl amine. The crude product was purified by flash 
chromatography, eluting with 90% hexane: 10% ethyl acetate to 16 (300mg). 
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HPLC: 12.06 min (85% pure) 

MS: MH+= 188.1 C6H6C1N302 1 87g/mol 

Preparation of r4-(2,4-dichlorophenylV5-imida2X)l-2-vlpvrimidin-2-vl¥2-{ f6- 
(memvlarnmoV5 -mtrof2-pvrid v1)>mmn}ethvnamiTiR 
5 [^( 2 >^ c M°rophenyl)-5-irnid^ 

mtro(2-pyridyl)]ammo}emyl)amine was prepared from [4-(2,4-dichlorophenyl)-5- 
rniidazoI-2-ylpyrmiidm-2-ylemylarriine and 6-cMoro-2-memylainmo-3-nitro-pyridine in 
accordance with the procedure described above for the preparation of [4-(2,4- 
dicMorophenyl)-5-irmdazol-2-yfc^ 
10 ethyl} amine. 

HPLC: 1 1 min (85% pure) 

MS: MH+= 500.3 C21H19C12N902 499g/mol 

Example 114 

Preparation of r4-(2,4-dicMorophen vl)-S-inndazolvlpyriniidm-2-vl1(2-{^ 

5-nitro(2-pyridvl)larnino} ethYnarniTip. 



15 



20 



[4-(2,4-dicMorophenyl)-S-inudazolylpy^ 

mtro(2-pyridyl)]ammo}emyl)arnine was prepared from • [4-(2,4-dichlorophenyl)-5- 

imidazol-l-ylpyrimidin-2-ylethylamine and 6-chloro-2-memylamino-3-nitro-pyridine in 

accordance with the procedure described above for the preparation of [4-(2,4- 

dicMorophenyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(6-methoxy-5-nitro(2-pyridyl))- 
amino] ethyl } amine. 

HPLC: 1 1 .3 min (85% pure) 

MS: MH+= 500.3 C21H19C12N902 499g/mol 

25 Example 115 

Preparation of 2.6-dichloropvridine-3-carboxamide: 
2,6-dicMoropyridine-3-carbonitrile: and 
6-chloro-2- methoxvpvridine-3-carbonitrile 
1. Prepar ation of 2 > 6-dicMoropvridine-3-carboxamide 

A mixture of 2,6-dichloro-3-carboxypyridine (5.73 g, 30 mmole) and N- 
methylmorpholine (3.6 ml, 33 mmole) in dichloromethane (100 ml) was stirred in an ice- 
bath for 5 min. Isopropyl chloroformate (4.28 ml, 33 mmole) was added the reaction 
mixture at 0°C. The reaction mixture was stirred for 30 min and then bubbled with pure 
ammonia gas for 2 min. and stirred overnight at room temperature. The crude was 
concentrated under reduced pressure and sodium bisulfate (0.5M, 35 ml) was added with 
stirring. The aqueous solution was extracted with ethyl acetate (3X 40ml). The organics 
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was washed with water and brine and dried with sodium sulfate to give yellow crude 
product (6.3g, 50% pure). 

Preparation of 2,6-dichloropvridine-3-carbonitrile 

To a mixture of 2,6rdicMoro-3-acetarnidopyridine (6.3g, 55% pure) and pyridine 

5 (4.93ml, 61mmole) in dichloromethane (100 ml), trifluoroacetic anhydride (4.23 ml, 30 
mmole) was added. The reaction mixture was stirred at room temperature overnight and 
concentrated under reduced pressure. The crude product was purified by flash 
chromatography, eluting with 85% hexane: 15% ethyl acetate to give a pale yellow product 
(1.77g,90%). 

1 0 HPLC: 1 0.26 min (90% pure) 

MS: MH+= 172.9 C6H2C12N2 171.9g/mol 

Preparation of 6-chloro-2-methoxypyridine-3-carbonitrile 

6-chloro-2-methoxypyridine-3-carbonitrile was prepared from 2,6-dichloro- 
pyridine-3-carboxamide in accordance with the procedure described above for the 
15 preparation of 6-chloro-2-methoxy-3-nitro-pyridine. 
HPLC: 1 1 .37 min (80% pure) 
MS: MH+= 169.1 C7H5C1N20 168g/mol 

Example 116 

Pre paration of 6-r(2-{r4-(2.4-dichlorophenvl)-5 -irmdazolvlpyrirmdin-2- 
20 vl1amino>emvDammo1-2-memoxvpvridme-3-c arbomtrile 

6-[(2-{[4-(2,4-dicMorophenyl)-5-in^ 
methoxypyridine-3-carbonitrile was prepared from [4-(2,4 : dichlorophenyl)-5-imidazol-l- 
ylpyrimidin-2-ylethylamine and 6-chloro-2-methoxypyridine-3-carbonitrile in accordance 
2$ with the procedure described above for the preparation of [4-(2,4-dichlorophenyl)-5- 
imidazol-2-ylpyrimidm-2-yl]{2-[(6-memoxy-5-mfro(2-pyridyl))an^ 

HPLC: 1 1 .8 min (85% pure) 

MS: MH+= 481.2 C22H18C12N80 480g/mol 

Example 117 

30 Preparation of 6-r(2-(r4-(2.4-dicMorophenvl)-5-imi dazol-2-vlpyrimidin-2- 

vllarnino>emvnamino1-2-methoxvpvridine-3-carbonitrile 

6_[(2-{[4-(2,4-dicWorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]arrm^ 
2-methoxypyridine-3-carbonitrile was prepared from [4-(2,4-dichlorophenyl)-5-imidazol- 
35 2-ylpyrimidin-2-ylethylamine and 6-chloro-2-methox>'pyridine-3-carbonitrile in 
accordance with the procedure described above for the preparation of [4-(2,4- 
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dichlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]{2-[(6-methoxy-5-nitro(2- 

pyridyl))amino] ethyl } amine. 

HPLC: 1 1 .37 min (80% pure) 

MS: MH+= 169.1 C7H5C1N20 168g/mol 

Example 118 

Preparation o f N- j 6-U2- fr4-(2,4-dicMoropheDyl)-5-iimdazol-2-vlpvrunidin-2- 
yllammo} emvl)amipo1-3-nitro-2-pyridvU acetamide 

1. Preparation of N-(6-cMoro-3-nitro-2-pvridvl)acetamide 

To a suspension of sodium hydride (120 mg, 5 mmole) in tetrahydrofuran(10 ml), a 
solution of 2-amino-3-nitro-6-chloropyridine (870 mg, 5 mmole) in 20ml of 
tetrahydrofuran (20ml) was added. The reaction mixture was stirred at room temperature 
for 30 min. A solution of acetic anhydride (377 ul, 6 mmole) in tetrahydrofuran (10 ml) 
was added and stirred at room temperature overnight. The reaction mixture was quenched 
with water and concentrated under reduced pressure. The crude product was dissolved in 
dichloromethane and washed with brine. The organic layer was dried with sodium sulfate 
and then concentrated under vacuo. The crude was purified by flash chromatography, 
eluting 78% hexane: 22% ethyl acetate to give a yellow product (88 mg). 
HPLC: 6.36 min and 9.78 min (88% pure) 
MS: MH+= 215.9 C7H6C1N303 215g/mol 

2. Preparation of N-{6-r(2-{r4-(2,4-dicMorophenvl)-5-imidazol-2-vlpyrinndin-2- 
yl1amino}emyl)ainino1-3-nitro-2-pyridvUacetamide 

N- {6-[(2- {[4-(2,4-dicmorophenyl)-5-imidazol-2-yl^ 
amino]-3-nitro-2-pyridyl}acetamide was prepared from [4-(2,4-dichlorophenyl)-5- 
imidazol-2-ylpyrimidm-2-ylemylamine and N-(6-chloro-3-nitro-2-pyridyl)acetamide in 
accordance with the procedure described above for the preparation of [4-(2,4- 
dicMorophenyl)-5-imidazol-2-ylpyrimi^ 
ethyl} amine. 

HPLC: 10.6 min (85% pure) 

MS: MH+= 528.2 C22H19C12N903 527 g/mol 

Example 119 

Preparation of N- ( 6-f(2- {r4-(2.4-dicMorophenvl)-5-iimdazolvlpvriinidin-2- 
yllamino>ethyl)aiimio1-3-nitro-2-pvridvUacetamide 



N- {6-[(2- {[4-(2,4-dicMorophenyl)-5-inndazolylpyriinidin-2-yl]amino} ethyl)- 
amino]-3-nitro-2-pyridyl}acetamide was prepared from [4-(2,4-dichlorophenyl)-5- 
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imidazol-l-ylpyriinidin-2-ylethylairdne and N-(6-chloro-3-nitro-2-pyridyl)acetamide in 
accordance with the procedure described above for the preparation of [4-(2,4- 
dicUorophenyl)-5-iiiudazol-2-ylpyiiniidin-2-yl] {2-[(6-methoxy-5-nitro(2-pyridyl))amino]~ 
ethyl} amine. 
5 HPLC: 10.8 min (85% pure) 

MS: MH+= 528.2 C22H19C12N903 527 g/mol 

Example 120 

Preparation of {6-r(2-{r4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrimidin-2- 
yll amino } ethyl)amino1-3 -nitro(2-pyridyl) } (methylsulfonyl)amine 

1 . Preparation of (6-chloro-3-nitro(2-pyridyl))(methylsulfonyl)amine 

(6-cWoro-3-nitro(2-pyridyl))(methylsulfonyl)amine was prepared from 2-amino-3- 
nitro-6-chloropyridine and methane sulphonyl chloride in accordance with the procedure 
described above for the preparation of N-(6-chloro-3-nitro-2-pyridyl)acetamide. 
15 HPLC: 8.08 min (90% pure) 

MS: MH+= 251.9 C6H6C1N304S 251g/mol 

2. Preparation of {6-r(2-{r4-(2,4-dicMorophenylV5-im^ 
yllamino} ethyl)amino1-3-nitro(2-pyridyl)} (methylsulfonyl)amine 

{6-[(2-{[4-(2,4-dichlorophenyl)-5-iinidazol-2-ylpyrimidin-2-yl] 
20 amino]-3-nitro(2-pyridyl)}(methylsulfonyl)ainine was prepared from [4-(2,4- 
dicMorophenyl)-5-imidazol-2-ylpyrimidin-2-ylethylamine and (6-chloro-3-nitro(2- 
pyridyl))(methylsulfonyl)amine in accordance with the procedure described above for the 
preparation of [4-(2 5 4-dichlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(6-methoxy-5- 
nitro(2-pyridyl))amino]ethyl} amine. 
25 HPLC: 10.8 min (85% pure) 

MS: MH+= 564 C21H19C12N904S 563g/mol 

Example 121 

Preparation of {6-r(2-(r4-(2,4-dicMorophenyl)-5-imidazolylpyriinidin-2-: 
yl1amino}ethyl)amino1-3-nitro(2-^^ 

30 

{6-[(2-{[4-(2 5 4-dichlorophenyl)-5-inu^ . 
3-nitro(2-pyridyl)}(methylsulfonyl)amine was prepared from [4-(2,4-dichlorophenyl)-5- 
imidazol-l-ylpyrimidin-2-ylethylamine and (6-chloro-3-nitro(2-pyridyl))(methylsulfonyl)- 
amine in accordance with the procedure described above for the preparation of [4-(2,4- 
35 dicMorophenyl)-5-imidazol-2-yl^^ 
ethyl} amine. 
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HPLC: 1 1 . 1 min (85% pure) 

MS: MH+= 564 C21H19C12N904S 563g/mol 

Example 122 
Preparation of r2-{6-rP-fr4^.4^chl« mph^ 
yIlammo)emvl)ammo1-3- m tror 2 -p^^ 

1 ■ Preparation of r2- (6-ch lo r o-3-mtror2-pvridvloxy))ethvlldin 1 ethy 1 a Tn,n f » 

[2<6-cMoro-3-nitro(2-pyridyloxy))e1hyl]di m ethylannne was prepared from 2 9- 
dimethylaminoethanol in accordance to the procedure described above for the preparation 
of 6-chloro-2-methoxy-3-nitro-pyriduie. 
HPLC: 4.9 min (65% pure) 
MS: MH+= 246.1 C9H12C1N303 245g/mol 
2. Preparation of (2- {6-r( 2-f r 4 ^ ,4-did^ 

yl1amino}etfayl)ami no1-3 -mt rof 2-pyridv^ ~ 

(2-{6-[(2-{[4<2,4-dicmorophenyl)-5-irmdazol-2-ylpyrimidm-2-y^ 
ammo]-3-mtro(2-pyridyloxy)}emyl)dimemylamine was prepared from [4-(2,4-dichloro- 
phenyl)-5-irmdazol-2-ylpyrimidin-2-ylethylamine and [2-(6-chloro-3-nitro(2-pyridyloxy))- 
emyljdimethylamine in accordance with the procedure described above for the preparation 
of ^( 2 >^ dic M°rophenyl)-5^ 
pyridyl))amino]ethyl}amine. 
HPLC: 8.5 min (85% pure) 

MS: MH+= 558.3 C24H25C12N903 557. lg/mol 

Example 123 

Preparation of (2-{6-rr7-{r4-(2.4-dich1oronh ftn vlV 5 -imid ay nlvlpwi m ^^-9_ 
yl1ammo}emvl)a J nmo1-3-mtrof2-n vridvloxvnethv1)dimemvlami n e 

(2-{6-[(2-{[4-(2,4-dicWorophenyl)-5-maidazolylpyrimidm-2-yl]amm 
ammo]-3-mtro(2-pyridyloxy)}emyl)dimemylamine was prepared from [4-(2 4- 
dichlorophenyl)-5-imidazol-^ ^ [2-(6-chloro-3-nitro(2- 

pyndyloxy))emyl]dimemylamine in accordance with the procedure described above for the 
preparation of [4-(2,4-dic^orophenyl).5-inudazol-2-yl P yrn^ 
mtro(2-pyridy]))amino]ethyl> amine. 
HPLC: 8.3 min (85% pure) 
MS: MH+= 558.3 C24H25C12N9Q3 557.1g/mol 
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Example 124 

Preparation of (lZ)-l-eiza-2-(6-chloro(3-pyridvl))-l-methoxyprop"-l-ene 

To a solution of 5-(2-chloropyidinyl)oxime methyl ether (540 mg, 3.2 mmole) in 
5 acetonitrile(9ml) 5 ethylene diamine (2.8 ml, 42 mmole) was added. The reaction mixture 
was stirred at 85°c overnight , concentrated under vacuo. The crude product was dissolved 
in aqueous sodium hydroxide (1M, 15ml) and extracted with ethyl acetate and a mixture of 
acetonitrile/methanol (10:1 ). The organic extract was dried with sodium sulfate to give 
(lZ)-l-aza-2-(6-chloro(3-pyridyl))-l-methoxyprop-l-ene as an yellow oil (547 mg, 75%). 
10 HPLC: 1 .8 min (75% pure) 

MS: MH+= 195.1 C9H14N40 194.1g/mol 

Example 125 

Preparation of (2- ( f5-((l Z)-2-aza-2-methoxy-l -methylvinyl)(2-pyridyl)1amino} ethyl)r4- 
(2,4-dichlorophenyl)-5-imidazolylpyrimidin-2-yl1amine 

15 ' 

(2- { [5-((l Z)-2-aza-2-methoxy- 1 -methylvinyl)(2-pyridyl)]amino> ethyl)[4-(2 5 4- 
dicMorophenyl)-5-imidazolylpyrimidin-2-yl]amine was prepared from the guanidine 
(which was made from [2-(6-cMoro-3-nitro(2-pyridyloxy))e&yl]dimethylamine and the 
corresponding eneaminone). 
20 HPLC: 9.3 min (85% pure) 

MS: MH+= 483.2 C22H20C12N8O 482g/mol 

Example 126 

Preparation of (2-r(6-amino-5-iiitro(2-pyridyl))amino1ethyl) r4-(2,4-dichlorophenyl)-5- 

imidazolylpyrimidin-2-yllamine 

25 

{2-[(6-ammo-5-mtro(2-pyridyl))am 
pyrimidin-2-yl] amine was prepared from [4-(2,4-dicMorophenyI)-5-imidazoI-l- 
ylpyrimidin-2-ylethylamine and 2-chloro-5- nitro-6-aminopyridine in accordance with the 
procedure described above for the preparation of [4-(2,4-dicMorophenyl)-5-imidazol-2- 
30 ylpyrimidin-2-yl] {2-[(6-methoxy-5-nitro(2-pyridyl))amino]ethyl} amine. 
HPLC [Method AZ-S], 6. 1 5 min (1 00%) 
MS (m+H/z), 486. 

Example 127 

Preparation of 6^r(2-{r4-(2,4>dichlorophenyl)-5-imidazolylpyrimidin-2- 
35 yllamino) ethyl)aminolpyridine-3-carbonitrile 
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6-[(2- { [4-(2 ? 4-dicUorophenyl)-5-imidazolylpyrinu } ethyl)amino]- 

pyridine-3-carbonitrile was prepared from [4-(2,4-dicMorophenyl)-5-i^ 
2-ylethylamine and 2-chloro-5-cyanopyridine in accordance with the procedure described 
above for the preparation of [4-(2 5 4~dicMorophenyl)-5-in^ 
5 methoxy-5-nitro(2-pyridyl))amino]ethyl} amine. 
HPLC [Method AZ-S], 5.94 min (100%) ; 
MS(m+H/z), 451. 

Example 128 

Preparation of r4-(2,4-dicMorophenylV5-imidazolvlpyrimidin-2-vl1 {2 -r(5-methyl(7a- 
10 hydro- 1 ,2,4-triazolor 1 ,5-a1pyi^din-7-yl))amino1ethyU amine 

[4-(2,4-dicMorophenyl)-5-imidazolylpyrinudin-2-yl] {2-[(5-methyl(7a-hydro-l 5 2,4- 
triazolo[l 9 5-a]pyrimidin-7-yl))amino]ethyl} amine was prepared from [4-(2,4- 
dichlorophenyl)-5-imidazol- 1 -ylpyrimidin-2-ylethylamine and 7-methyl-9-chloro- 1 ,2,4- 
15 triazolo(l,5-a)pyrimidine in accordance with the procedure described above for the 
preparation of [4-(2,4-dicWorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]{2 
nitro(2-pyridyl))amino]ethyl} amine. 
HPLC [Method AZ-S], 5.80 min (70%) ; 
MS (m+H/z), 481. 

20 Example 129 

Preparation of r4-(2,4-dicMorophenyl)-5-iniida2olylpyrimidin-2-yl1 (2-[(5- 
trifluoromethyl(2-pyridyl))amino1ethyl) amine 

[4-(2 5 4-dicWorophenyl)-5-imidazolylpyrimidin-2-yl]{2-[(5 
25 pyridyl))amino]ethyl}amine was prepared from [4-(2 3 4-dichlorophenyl)-5-imidazol-l- 

ylpyrimidin-2-ylethylamine and 2-chloro-5-trifluoromethylpyridine in accordance with the 

procedure described above for the preparation of [4-(2,4-dichlorophenyl)-5-imi 

ylpyrimidin-2-yl]{2-[(6-methoxy-5-nitro(2-pyridyl))amino] 

HPLC [Method AZ-S], 7.62 min (60%).; 
30 MS(m+H/z), 494. 

Example 130 

Preparation of 4-(2,4-dicMorophenyl)-5-imidazolylpyriinidin-2-yl1 {2-r(5-nitr o(l ,3-thiazol- 

2-yl))amino1ethyl> amine 

35 4-(2,4^dicMorophenyl)-5-imidazolylpyrimidin-2-yl] {2-[(5-nitro(l ,3-thiazol-2-yl))- 

amino]ethyl} amine was prepared from [4-(2 5 4-dichlorophenyl)-5-imidazol-l-ylpyrimidin- 
2-ylethylamine and 2-chloro-5-nitro-thiazole in accordance with the procedure described 
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above for the preparation of [4-(2 ? 4-dicUorophenyl)-5-imidazol-2-ylp}adTnidin-2-yl] {2-[(6- 
methoxy-5-nitro(2-pyridyl))amino] ethyl } amine. 
HPLC [Method AZ-S], 7.14 min (100%) ; 
MS (m+H/z), 477. 

5 Example 131 

Preparation of r4-(2,4-dicMorophenylV5-imidazolylpyrimidin-2-ylU2-r(6- 
chloropyrimidin-4 -yl)amino]ethyl) amine 

[4-(2,4-dicUorophenyl)-5-irmdazolylpyrimidin-2-yl] {2-[(6-cMoropyrimidin-4-yl)- 
10 amino] ethyl} amine was prepared from [4-(2,4-dichlorophenyl)-5-imidazol-l-ylpyrimidin- 

2-ylethylamine and 4,6-dicMoropyrimidine in accordance with the procedure described 

above for the preparation of [4-(2,4-dicUorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]{2-[(6- 

methoxy-5-nitro(2-pyridyl))amino]e1hyl} amine. 

HPLC [Method AZ-S], 7.43 min (80%); 
15 MS (m+H/z), 461. 

Example 132 

Preparation of r4-(2,4-dicMorophenyl)-5-inMdazolylpyrimidin-2-yll (2-f(6- 
chlorobenzothiazo l-2-ypamino]ethyl} amine 

20 [4-(2 5 4~dicUorophenyl)-5-imidazolylpyrimidin-2-yl] {2-[(6-chlorobenzothiazo 1-2- 

yl)amino]ethyl} amine was prepared from [4-(2,4-dichlorophenyl)-5-imidazol-l- 
ylpyrimidin-2-ylethylamine and 2,6-dichlorobenzothiazole in accordance with the 
procedure described above for the preparation of [4-(2,4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(6-methoxy-5-nitro(2-pyridyl))amino]ethyl} amine. 

25 HPLC [Method AZ-S], 8.23 min (100%) ; 
MS (m+H/z), 516. 

Example 133 

Preparation of r4-(2,4-dichlorophenyl)-5-imidazolylpyrimidin-2-yl] { 2~r(3-nitro(2- 

thienyl))amino]ethyl) amine 

30 

[4-(2,4-dicMorophenyl)-5-imidazolylpyrimidin-2-yl] {2-[(3-nitro(2-thienyl))amino]- 
ethyl} amine was prepared from [4-(2,4-dicMorophenyl)-5-imidazoI-l-ylpyrimidin-2- 
ylethylarriine and 2-chloro-3-nitrothiophene in accordance with the procedure described 
above for the preparation of [4-(2,4-dicUorophenyl)-5-iimdazol-2-ylpyrimidin-2-yl]{2-[(6- 
35 methoxy-5-nitro(2-pyridyl))amino]ethyl}ainine. 
HPLC [Method AZ-S], 9.50 min (75%) ; 
MS (m+H/z), 495. 
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Example 134 
yHamino>eth Ynaminolnvri^ine-S-cari^nitril. 

ylpynnu^-y,^^ ^ ^cMoro^anWS-cyanopyrinndtae Jjj^T,^ 
MS (m+H/z), 467. 

Example 135 
nitrof2.ovriri Y nfcmm. * 



15 




acid Jd3T;„, 2 ;™^^ 3 " ,,itoPyIi<line • mn01 ° f 

^ tlT 0 05 T d T 1Ved water and p^ed 

^ Preparation of (7^ 0 ^6-^0-1-^7.^ ,^^^ 

we res feZrr fl f2 "^ CU ° r " 3 " ni ' rOPylidine and 15 —» » of M-diatninoeaane 
were stored at reflnx for fourteen hours. The reaction mixture was concentrated ,'„ ,aZ 
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3. Preparation of {2-r(6-amino-5-nitro(2-pyridyl))amm^ 
nitro(2-pyridyl)]amine 

1 mmol of 2-(2,4-dicWorophenyl)-6-cMoro-3-nitropyridine was taken with 2 mmol 
of (2-aminoetiiyl)(6-anuno-5-nitro(2-pyridyl))amine and 3 mmol of N,N- 
5 diisopropylethylamine in 2 ml of DMF at 80°C for two hours. The reaction mixture was 
concentrated in vacuo and diluted with water and ethyl acetate. The solution was extracted 
three times with ethyl acetate, dried over sodium sulfate, and purified by column 
chromatography eluting with 5-10% methanol/methylene chloride to obtain {2-[(6-amino- 
5-nitxo(2-pyridyl))amino]ethyl}[6-(^^ 
10 HPLC: 8.698min, (100% purity) 
MS: MH + = 464.1 

Example 136 

Preparation of 6-f2-( {2-r(6-antino-5-mfro(2-pyridyl)^ 
dicMorophenyl)pyrimidin-5-yl1-3-pyn^^ 

NH 2 

H , N =< 9 
N / ^—P O 

N " 

CI 

15 ci 

1 . Preparation of 2-r2-(2,4-dichlorophenyl)-2-oxoethyllisoindoline-l ,3-dione 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 2 mmol 
of phthalimide and 2 mmol of CS2CO3 in DMF at room temperature for fourteen hours and 
then purified by trituration with diethyl ether to obtain 2-[2-(2,4-dichlorophenyl)-2- 
20 oxoethyl]isoindoline-l,3-dione. 

2. Preparation of 2-{2-(2,4-dichlorophenyl)-l-r(dimethylamino)methylene1-2- 
oxoethyl) isoindoline- 1 ,3-dione 

1 mmol of 2-[2-(2,4-dichlorophenyl)-2-oxoethyI]isoindoline-l,3-dion was heated to 
80°C in neat N,N-dimethylformamidedimethyl acetal for six hours. The reaction mixture 
25 was concentrated in vacuo and purified by trituration with diethyl ether to obtain 2-{2-(2,4- 
dicMorophenyl)-l-[(dimethylamino)methylene]-2-oxoethyl}isoindoline-l,3-dione. 

3. Preparation of 2-{N-r2-({2-r(6-amino-5-nitro(2-pyridyl))aminolethyl)amino)-4-(2,4- 
dichlorophenyl)pyrimidin-5-yl1carbamoyl>benzoic acid 

1 mmol of 2-{2-(2,4-dichlorophenyl)-l-[(dimethylamino)methylene]-2-oxoethyl}- 
30 isomdoline-1 ,3-dione, 1 mmol of amino {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}- 
carboxamidine, and 3 mmol of CS2CO3 were dissolved in DMF and heated to 90°C for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
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10 



ethyl acetate. The solution was extracted three times with ethyl acetate and dried over 
sodium sulfate to obtain of 2-{N-[2-({2-[(6-ainmo-5-mtro^ 
4-(2,4-dicMorophenyl)pyrimidin-5-yl]carbamoyl}benzoic acid. 

4. Preparation of 2-\2-( {?.-rr6-ammo-5-ni Vof2- P vridvmammo1ethvnamino)-4-r2 4- 
dicMoroph envnpvriimdin-5-vllisomdoline- 1 .3-di one 

1 mmol of 2-{N-[2-({2-[(6-amino-5-mtro(2-py^ 
dUcMorophenyl)pyrimidin-5-yl]carbamoyl}beiizoic acid was heated to 120°C in acetic acid 
for four hoursand then concentrated in vacuo to obtain 2-[2-({2-[(6-amino-5-nitro(2- 
Pyridyl))ammo]emyl}ammo)-4-(2,4-^ 

5. Preparation of rS-amin o-4-(2AtttcMoro P henvltov^^ 
pyridyl^aminolemvl } amine 

1 mmol of 2-[2-({2-[(6-animo-5-mtro(2-pyridyl))animo]ethyl}amino)-4-(2,4- 
dicMorophenyl)pyrimidm-5-yl]isomdoline-l 5 3-dione.and 20 mmol of hydrazine wire 
stirred in ethanol at 75°C for two hours and then purified by column chromatography 
15 eluting with 5-10% methanol/methylene chloride to obtain [5-amino-4-(2,4- 
<ncmorophenyl)pyrimidm-2-yl]{2-[(6-ammo-5-mtro(2-pyridyl) 

6. Preparation of 6-\2-( {2-r(6-ammo-5 - m trof2-pvridvl))animo1e^^ 
dicMorophenvl)pvrinudm- 5-vn-3-pvrrolmor3.4-b1nvridine-5.7-dione 

1 mmol of [5-ammo-4-(2 J 4-mcMorophenyl)pyriimdm-2-yl]{2-[(6-ammo-5-nitro(2^ 
20 pyridyl))ammo]emyl}amine, and 2 mmol of furano[3,4-b]pyridine-5,7-dione were stirred 
at room temperature for four hours. 2 mmol of HBTU, and 3 mmol of N,N- 
diisopropylethylamine were added to solution and left for six hours at room temperature. 
The reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. 
The solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography eluting with 5-10% methanol/methylene chloride to 
obtain 6-[2-({2-[(6-arnmo-5-mtro(2-pyridyl))ainmo]emyl}ammo)^ 
pyrinfidin-5-yl]-3-pyrrolino[3,4-b]pyridine-5,7-dione. 
HPLC: 7.829min. (97.32% purity) 
MS: MH + = 566.0 



25 
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Example 137 
Preparation of r6-(2,4-dichlorophenyl)-5-iira^ 

pyridyl))amino1 ethyl } amine 




H 



5 1. Preparation of l-(2,4-dicblorophenyl)'2-imidazol-2-ylethan-l-one. 

The preparation of the material l-(2 ? 4-dichlorophenyl)-2-imidazol-2-ylethan-l-one 
can be found in the precedures for the preparation of [4-(2,4-dicMorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 

2. Preparation of 2-(2-aminoethylamino)-5-nitropyridine. 
10 The preparation of the material 6-[(2-aminoethyl)amino]pyridine with various 

substitutents on the pyridine can be found in the precedures for the preparation of [4-(2 9 4- 
dicUorophenyl)-5«imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, 
Example 74, and its analogues. 

3. Preparation of methyl 2-phenylthiopropanoate. 

15 A solution of methyl-2-bromopropionate (6.13 M) in abs. ethainol (25 ml) was 

added slowly (-1 h) to a stirred solution of thiophenol (107 M), KOH (107 M) in abs. 
ethanol (90 ml) at room temperature. After 12 h, the reaction was filtered and stripped of 
solvent under reduced pressure. The resulting slurry was partitioned with water (150 ml) 
and ether (100 ml). The aqueous layer was extracted with ether (3 x 100 ml). The 

20 combined organic layers were washed with 1 M NaOH (2 x 50 ml), water (2 x 50 ml), 
brine (100 ml), dried with Mg2S0 4 , filtered, and concentrated under reduced pressure. 
Drying in vacuo for 2-3 hours results in methyl 2-phenylthiopropanoate as a clear oil in 
90% yield and >99% purity, (see analogous procedure in Warren, S.; et. al. J. Chem. Soc. 
Perkin Trans.. 1 1986, 1939-1945.) 

25 4. Preparation of methyl 2-(phenylsulfinyl)propanoate. 

A solution of mCPBA (57-86% active) in dry ether (200 ml, -0.25 g per ml) was 
added dropwise to a stirred solution of methyl 2-phenylthiopropanoate (0.34 M) in dry 
ether (400 ml) at 0 °C. The reaction was followed by TLC eluting with 10% ethyl acetate 
in hexane. After all of the starting material had been consumed, the reaction was 

30 concentrated under reduced pressure. The residue was dissolved in ether (150 ml) and 
dichloromethane (400 ml). The organics were washed with 1 M Na2S2C>3 (2 x 80 ml), sat. 
aq. Na 2 C0 3 (4 x 100 ml), brine (100 ml), and dried with Na 2 S0 4 . After removing the 
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volatile organics, of methyl 2-(phenylsulfinyl)propanoate was obtained in 99% yield and 
99% purity. 

5. Preparat ion of methyl 2-phenyltfaioprop-2-enoate 

A mixture of methyl 2-(phenylsulfinyl)propanoate (0.17 M) in dichloromethane 
5 (800 ml), acetic anhydride (20 ml), and methanesulfonic acid (1 .5 ml) were heated at 40 °C 
for 18 h. The reaction was concentrated under reduced pressure in a water bath that was 
held at a constant 35 °C. The residue was partitioned with water (200 ml) and ether (100 
ml). The aqueous layer was extracted with ether (3 x 50 ml). The combined organic layers 
were washed with water (50 ml), sat aq. Na 2 C0 3 (3 x 30 ml), brine (30 ml), and dried with 
1 0 MgS0 4 . After filtration, the product was stripped of solvent under reduced pressure at <35 
°C. The product was purified by eluting through a short column of silica gel using a 10% 
ethyl acetate in hexane mixture as eluent. Upon concentration, methyl 2-phenylthioprop-2- 
enoate was isolated in 50% yield. 

6. Preparation of methyl 5 -(2,4-dichlorophenvl)-4-imidazol-2-vl-5-oxo-2- 

15 phenylthiopentanoate. 

A solution (1 M) of ferf-butoxide in ferf-butanol (54.9 ml) was added to a stirred 
solution of l-(2,4-dichlorophenyl)-2-imidazol-2-ylethan-l-one (0.11 M) and methyl 2- 
phenylthioprop-2-enoate (0.14 M) dissolved in dichloromethane (300 ml) and methanol 
(200 ml) at room temperature. The reaction, which developed a dark color, was typically 

20 stirred overnight (ca. 16 h) under argon. The reaction was monitored by TLC using 5% 
methanol in dichloromethane as the solvent system. Additional methyl 2-phenylthioprop- 
2-enoate was added as needed to consume all of the starting l-(2,4-dichlorophenyl)-2- 
imidazol-2-ylethan-l-one. The reaction was quenched by the addition of sat. aq. NH4CI 
(-100 ml). The mixture was transferred to a separatory funnel and diluted with ethyl 

25 acetate (300 ml). The aqueous layer was removed and the organic layer was washed with 
sat. aq. NH4CI (3 x 100 ml), brine (100 ml), and dried with Na 2 S0 4 . After filtration and 
evaporation, the residue was purified by flash chromatography over silica gel. The column 
was eluted starting with 100% dichloromethane to remove the non-polar methyl 2- 
phenylthioprop-2-enoate. The product was eluted with 3% methanol in dichloromethane. 

30 After drying overnight in vacuo, methyl 5-(2,4-dicWorophenyl)-4-imidazol-2-yl-5-oxo-2- 
phenylthiopentanoate as a deep red glass was obtained in 71% yield. A further 10% yield 
of product could be obtained by resubmitting side product contaminated fractions to a 
second purification by flash chromatography. 

^ — Preparation of 6-(2.4-di cMorophepvlV5-imidazol-2-vl-3-phenvlthio-l T 3 1 4- 
35 trihydropyridin-2-one. 

A solution was made of methyl 5-(2,4-mcWorophenyl)-4-imidazol-2-yl-5-oxo-2- 
phenylthiopentanoate (0.33 M), gla. acetic acid (21 ml), abs. ethanol (63 ml), toluene (21 
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ml) by heating the mixture to 90 °C. To the stirred solution, NH4OAC (1.97 M) and 4 A 
molecular sieves (15 g) were added. After 24 h of heating, another portion of both 
NHUOAc (1.97 M) and 4A molecular sieves (15 g) were added. After 48 h, the reaction 
had come to completion as determined by HPLC. The reaction is diluted with ethyl acetate 
5 (500 ml), filtered, and washed with sat. aq. NaHC0 3 (4 x 250 ml) and brine (200 ml). The 
organic layer was dried with Na 2 S0 4 and concentrated under reduced pressure. The 
residue was redissolved in EtOAc and concentrated under reduced pressure. The residue 
was taken up in a minimal amount of EtOAc to precipitate the product. The remaining 
product could be purified by flash chromatography over silica gel. The column was eluted 
10 using 100% ethyl acetate. After concentration, the product was dried in vacuo, The 
product 6-(2,4-dichlorophenyl)-5-iinidazol-2-yl-3-phenylthio- 1 ,3,4-trihydropyridin-2-one 
obtained from both precipitation and chromatography gave a tan solid in 89% yield. 

8. Preparation of 6-(2,4-dichlorophenyl)-5-imidazol-2-ylhydropyridin-2-one. 

Dichloromethane (-150 ml) was added carefully so as not to cause precipitation to 

15 a solution of 6-(2,4-dicMorophenyl)-5-imidazol-2-yl-3-pheny 

one (0.17 M) in THF (40 ml). A solution of mCPBA (2.85 g, -16.5 mmol; 65-85% active) 
in dichloromethane (50 mg per 1 nil) is added dropwise to the stirred solution of 
phenylthiol above at -20° C. After adding approximately 1 equivalent of oxidant, the 
reaction was allowed to warm to room temperature. Additional mCPB A is titrated into the 

20 reaction until all of the starting material is gone as judged by TLC eluting in 5% MeOH in 
dichloromethane (R/ of the product is —0.1). As the reaction nears completion, the 
elimination product starts to precipitate out of solution as a gum. Upon completion, the 
reaction is stirred for an additional 30 min. Triethylamine (4 ml; 2 eq. based on mCPBA) 
is added to the reaction which causes the reaction to go completely clear for approximately 

25 1 min. followed by nearly complete precipitation of the product as an off-white solid. The 
solid is filtered and washed with dichloromethane (3 x 30 ml). The product was dried in 
vacuo resulting in of 6-(2,4-dicUorophenyl)-5-imidazol-2-ylhydropyridin-2-one in 93% 
yield. 

9. Preparation of 6-(2,4-dicMorophenyl)-5-{l-r(trifluoromethyl)sulfonvl1imidazol-2-vl>-2- 
30 pyridyl (trifluoromethyl)sulfonate. 

Trifluoromethanesulfonic anhydride (1.61 ml, 9.78 mmol) was added to a stirred 
suspension of 6-(2,4-dichlorophenyl)-5-imidazol-2-ylhydropyridin-2-one (500 mg, 1.63 
mmol) in pyridine (10 ml) at -10° C. After 30 min., the reaction was allowed to warm to 
room temperature. Stirring continued until all of the solid starting material had been 
35. dissolved and reacted as determined by HPLC. The reaction was diluted with 
dichloromethane (500 ml) and washed sequentially with sat aq. NaHCC>3 (3 x 100 ml), 
water (2 x 100 ml), sat. aq. NaHCQ 3 (100 ml), brine, dried with Na 2 S0 4 , filtered and 
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concentrated under reduced pressure ™ -a 

silica gel eluting with 25 o/ 0 em y! ^ fa lT ^ ^ 3 ^ ° f 

baseline Serial. After ren^ngT oTv^Td IT" ^ ^ *~* 

5 methyl)sulfonate was obtained as a slilhtlv ^T^^' 2 ^^ ^™o- 
yield. . 3 ShghtIy yeUow cIear ^ass weighting 874 mg in 95% 

gyndvl))ami no1ethv] } ami nP ~~ 

added to a l^^^^T^ * ^ (5 ° »*> ™ 

0 ml) containing dry V^ ^^^^f ^^-tannd e 
24 h, ethylenediamine (0.5 ml) and water (O S^Z *7 ' * 4 °° C 

> the one remaining triflate from Z 7 ^ * "» reaCtion to 

left at room Zpe^ fo77 2 f ^ ^ ~^ ^ — * 85 ° C ** 2 h and 
* filtered, e^cted ^ ^ £^ ~ T ^ ^ 

filtered, and concentrated under ^ B ^f^^^ N ^ 
imida Z oI-2-ylC2-pvridvni^ r« -wT 1116 P roduc t [6-(2,4-dichlorophenyl)-5- 

^ yi^ Py"dyl)]{2-[(5-mtro(2-pyridyl))ammo]emyl}amine f79859^ ™,c , 
as a yellow glass weighing 143 mg in 85o/„ yield } 
HPLC: 22. 1 min (>95% purity) 

MS: M+H = 470.2 (C 21 H 17 C1 2 N 7 0 2+H = 470) 

Example 1 
^ratipnpfgiye^^ 

PWl^ TT ° f 8 ~0 -* ^4-dichloro- 

25 0 rm™n H t6mperatUre ^ mtr °S e n was added 25 mL of DIBAL-H (1 M in THF 
25.0 mmol) dropwise. During this adriitinn a • ' 

homogenous yellow solution A L 1 h fta ,« T™ S^ 1 *"' 5 ' «"- d fa <° a 
additional 7 h. The reacL ^ 1 T^ S WaS healed *> W for an 

addition of Roehe^s^ tL " *" ™ «- 

cUonde and water T\"i r 8 SUSPenSi ° 11 ™ «W- 
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(hydroxymethyl)pyrimidin-2-yl]amino - as a colorless 

foam. 

HPLC [Method AZ-S], 9.42 min (100%); MS (m+H/z), 413. 

N-(2- {[4-(2 5 4-dicUorophenyl)-5-(hydroxymethyl)pyriim ethyl)(tert- 
5 butoxy)carboxamide (372 mg, 0.90 mmol) was dissolved in 2 mL of anhdyrous 
trifluoroacetic acid and stirred at room temperature for 2 h. Evaporation of the solvent 
afforded {2-[(2-anunoethyl)ammo]-4-(2,^ as 
its trifluoracetate salt, in quantitative yield. 

{2-[(2-aminoethyl)amino]-4-(2,4-dicMoro^ 1 -ol was 

10 dissolved in 3 mL of anhydrous THF and 1.47 g (4.50 mmol) of anhydrous cesium 
carbonate was added. 2-cMoro-5-nitro-6-aminopyridine (143 mg, 0.9 mmol) was added in 
- one portion and the yellow suspension heated at 70°C for 18 h. The reaction mixture was 
filtered, concentrated and the residue chromatographed (silica gel, 5% methanol/methylene 
chloride) to give [4-(2,4^dichlorophenyl)-2-({2-[(5»nitro(2- 

1 5 pyridyl))amino]ethyl} amino)pyrimidin-5-yl]methan- 1 -ol, 2 1 6 mg (53%), as a yellow solid. 
HPLC [Method AZ-S], 6.92 min (100%); MS (m+H/z), 450. 

Example 139 

Preparation of r4-(2,4-dichlorophenylV2-( (2-r (5-nitro(2- 
Pvridvl))amino1ethyl}amino)pyrimidin-5-yllmethan-l-ol 

20 

The process of Example 140 is repeated using 2-chloro-5-nitro-pyridine and {2-[(2- 
ammoethyl)amino]-4~(2,4-dicMoro 1 -ol. Chromatography 

of the residue (silica gel, 5% methanol/methylene chloride) afforded 200 mg (51%) of [4- 
(2,4-dichlorophenyl)-2-( {2-[(5-mtro(2-pyridyl))amino]ethyl} amino)pyrimidin-5- 
25 yl]methan-l-ol as a yellow solid. 

HPLC [Method AZ-S], 7.85 min (100%); MS (m+H/z), 435. 

Example 140 

Preparation of [ 4-(2,4-dichlorophenyl)-5-(morpholin-4-ylmethyl)pyrimidin-2-yn {2-f(5- 

nitro(2-pyridyl))amino1 ethyl } amine 

30 

Using the method of Swern, et al., 100 mg of N-(2-{[4-(2,4-dichlorophenyl)-5- 
(hydroxymethyl)pyrimidm^ was dissolved in 1 

mL of anhydrous methylene chloride and added to a solution of oxalyl chloride (30.7 |iL, 
0.363 mmol) and DMSO (51.6 ^iL, 0.726 mmol) which had been stirring at -78°C for 15 
35 min. The resulting solution was stirred for an additional 30 min, at which time 202 |iL 
(1.45 mmol) of triethyl amine was added. The resulting suspension was allowed to warm 
to room temperature after 15 min and 1 mL of water was added and the layers separated. 
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The aqueous layer was extracted with methylene chloride and the combined organic layers 
dried (sodium sulfate) and concentrated to afford N-(2-{[4-(2,4-dichlorophenyl)-5- 
. fomiylpyiimidin-2-yl]amino}ethyl)(tert-butoxy) as a light yellow foam. This 

product proved to be air sensitive and was used without further manipulation. 
5 HPLC [Method AZ-S], 1 1 .4 1 min (95%); MS (m+H/z), 411. 
N-(2- {[4-(2,4-dichlorophenyl)-5-form 
carboxamide (50 mg, 0.121 mmol) was dissolved in 5 mL of THF, 242 \iL of sodium 
cyanoborohydride (1M in THF) and 5 of glacial acetic acid added and the mixture was 
heated to 70°C for 18 h. Following slow addition of 1 mL of water to decompose excess 

10 reagent, the mixture was partitioned between ethyl acetate and saturated citric acid 
solution. The organic layer was discarded, and aqueous layer was carefully basified with 
sodium hydoxide to PH 9, then extracted with ethyl acetate twice. The combined organic 
layers was dried (sodium sulfate), concentrated, and purified by chromatography (selica 
gel, 10% methanol/methylene chloride) to afford N-(2-{[4-(2,4-dichlorophenyl)-5- 

15 (moipholm-4-ylmethyl)pyr^ 30 m g 

(52%). 

HPLC [Method AZ-S], 8.28 min (95%); MS (m+H/z), 482. 

Using the conditions described in Step 1.2 above, N-(2-{[4-(2,4-dichlorophenyl) 5- 
(morpholin-4-ylmethyl)pyrimidin^ was treated 

20 with anhydrous trifluouroacetic acid to afford (2-aminoethyl)[4-(2,4-dichlorophenyl)-5- 
(morpholin-4-ylmethyl)pyrimidin-2-yl]amine in near quantitative yield. 
HPLC [Method AZ-S], 3.97 min (95%); MS (m+H/z), 382. 

Using the conditions described in the previous example, (2-aminoethyl)[4-(2,4- 
dichlorophenyl)-5-(morphol^ and 9/7 mg (0.061 mmol) 

25 of 2-chloro-5-mtropyridine gave [4-(2,4-dichlorophenyl)-5-(morpholin-4-ylmethyl)- 
pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine in 60% yield following 
chromatography (silica gel, 5% methanol/methylene chloride). 
HPLC [Method AZ-S], 7.43 min (100%); MS (m+H/z), 504. 

Example 141 

30 Preparation of f4-(2,4-dicMorophenyl)-5-(morp^^ 

nitro-6-amino(2-pvridyl))amino]ethyl>amine 

Using the conditions described in Example 139, (2-aminoethyl)[4-(2,4- 
dicMorophenyl)-5-(morpholm-4-y^ and 1 0.6 mg (0.06 1 

35 mmol) of 2-cMoro-5-nitro-6-aminopyridine afforded 191 mg (60%) of [4-(2,4- 
dicMorophenyl)-5-(morphoIm^ 
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pyridyl))amino]ethyl} amine as a yellow solid following chromatography (silica gel, 5% 
methanol/methylene chloride). 

HPLC [Method AZ-S], 6.49 min (100%); MS (m+H/z), 519. 

Example 142 

5 . Preparation of r4-(2,4-dicMorophenylVS-(morphol^ (2-F(5- 
nitTO-6-amino(2-pyridyl))amino1ethyl> amine and related compounds 

A suspension of 0.44 g (2.59 mmol) of 2,2,2-trifluoro-N-[2-(methylamino)^ 
ethyl]acetamide (prepared according to Syn. Comm., 26:3633-3636 (1996)) and 0.38 g 

10 (2.59 mmol) of 1-pyrazolocarboxamidine hydrochloride in 5 mL anhydrous THF was 
stirred at room temperature for 3 h. Concentration of this suspension afforded a white solid 
which was found by 1H NMR analysis to consist of the desired guanidine, N-[2- 
(amidinomethylamino)ethyl]-2,2 ? 2-trifluoroacetamide hydrochloride, and pyrazole. This 
was used without further purification in the next step. 

15 A solution of 0.60 g (2.3 mmol) 2,4-dicUoro-2-(l-imidazoyl)-ethan-l-one, 0.38 mL 

(2.82 mmol) dimethyformamide dimethylacetal and 5 mL THF was refluxed for 2 h. 
Concentration afforded 1 -(2,4-dichlorophenyl)-2-(l -imidazoyl)-3-dimethylaminoprop-2- 
en-l-one as a light red solid in quantitative yield. This solid was redissolved in 5 mL THF, 
1.0 g (3.06 mmol) of anhydrous cesium carbonate and the residue containing N-[2- 

20 (amidinome1hylamino)ethyl]-2,2,2-trifluoroacetamide hydrochloride described above were 
added and the resulting mixture heated to 70°C for 1 8 h. After cooling, water was added . 
and the resulting mixture extracted with methylene chloride. The aqueous layer was 
extracted with methylene chloride and the combined organics washed with brine, dried and 
concentrated to afford 1.56 g of a brown oil. Chromatography (silica gel, 5% 

25 methanol/methylene chloride) afforded 0.35g of the desired pyrimidine, N-(2-{[4-(2,4- 
dicMorophenyl)-5-iinidazolylpyrimidin-2-yl]me1hylainino } ethyl)-2,2,2-trifluoroacetamide 
as a brown solid. 

HPLC [Method AZ-S], 7.68 min (85%); MS (m+H/z), 459. 

The aforementioned pyrimidine, N-(2-{[4-(2,4-dichlorophenyl)-5-imidazolyl- 

30 pyrimidin-2-yl]methylainino}ethyl)-2,2,2-trifluoroacetamide (114 mg, 0.25 mmol) was 
dissolved in 2 mL methanol and potassium hydroxide (40 mg, 1 mmol) added. This 
suspension was stirred at room temperature for 1 hour. Water was added, and the solution 
extracted with methylene chloride. The aqueous layer was thoroughly extracted with 
methylene chloride and the organic layers washed with brine, dried and concentrated to 

35 give the deprotected primary amine, (2-aminoethyl)[4-(2,4-dichlorophenyl)-5- 
imidazolylpyrimidin-2-yl]methylamine, in quantitative yield. 
HPLC [Method AZ-S], 4.43 min (90%); MS (m+H/z), 363. 
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n M " 8 f 6 ^ 1,1 ^J" 6 ,39 - ««*<>■> °f (2-aminoethyl)[4- 

yl]mefhyU2-[(5-mtro(2-pyridyl)) am i n o]ethyl}amine (73174) 
5 HPLC [Method AZ-S], 7.82 min (1 00%); MS (m+H/z), 485. 

HiM "f 8 ,^ Pr0CedUre deSCtibe<i rMC(ion of (2-annnoethyl)[4-(2 4- 

yI]methyl{2-[(5-mi ro ^-a I m n o<2-pyridyl))a m mo]ethyl)amine 
10 HPLC [Method AZ-Sj, 6.73 min (100%); MS (m+H/z) 500 

O «■ If* f C T"*" deSCribed ^ fa EXample I39 ' ~*» of (2-ammoemyl)[4- 
(2,4^ I cWo ro phenyl)-5-Mdazolylpynmidm-2-yl]memylamme and 2-chloro 5 
oyanopyridine were reacted to afford [4-f2 4-diohlnmr.w,i\ e - -a , , ■ 
vlWAdn r« „ aicWor °P h enyl)-5-mndazolylpyrimidin-2- 
yl)memyl{2<(5^ano(2-pyridyl))ainmo]emyl}amine 
15 HPLC [Method AZ-S], 6.49 min (100%); MS (m+H/z) 465 

(2 82 nloflT "IT * (2 ' 3 mm0l) ^"oro^-imidazoyD-eman-l -one, 0.38 mL 
(2.82 mmol) dnnethyformamide dimethylaeetal and 5 mL THF was refluxed for 2 h 
Concentration . afforded l<2,^i^^ 2<2 . in ^ >3 

0 * Thissondwasredisso.vedmJmLra 
2 2 2 « fl u ? ^ ^amidn^ettyiamino)^: 

„m j , ,. M " y,ene cmon °e- The aqueous layer was extracted with methylene 
cnlonde and 4e combined organios washed with brine, dried and concentrated ,„ affo 2 
o Te d ^ mato ^ hy(Sita8d - 5%m ~-my,eneoh,o ri de,^ 
of the desned pynmutae, N-(2. { [4-(2,4-diemorophenyl>5-hnidazol-2-vl„yrumdm 2 
yl]me fl rylannno}emyl)-2,2,2-n1flnoroaoe.amide, as a brown solid ^5™»om-2- 
HPLC [Method AZ-S], 7.25 min (100%); MS (m+H/z), 459. 

The aforementioned pyrimidine, N-(2-([4-(2,4^iohlorophenyl)-5-imidazoI-2- 
dissolved m 2 mL methanol and potassium hydroxide (40 mg, 1 mmol) added This 

~- SL'^rr for 1 h T wate - - d - 

gtve the depmtected primary amine, (2-armnoe.hy,)[4.(2,4-mchlorophen y l)-5-innn^ 
ylpyrmndm-2-yl]methylannne in quantitative yield. mudazol-2- 
HPLC [Melhod AZ-S], 3.92 min (100%); MS (m+H/z), 363. 
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Using the procedure described above in Example 139, reaction of (2-aminoethyl)[4- 
(2 4-dicMoro P henyl)-5-irm^^ 311(1 2-chloro-5-cyano- 

pyridine were reacted to afford [4 -(2,4-dicMoropheny^ 
methyl {2-[(5-cyano(2-pyridyl))arnino]ethyl} amine. 
5 HPLC [Method AZ-S], 5.98 min (100%); MS (m+H/z), 465. 

Using the procedure described above in Example 139, reaction of (2-aminoethyl)[4- 
(2 4-dicMorophenyl)-5-infi^ and 2-chloro-5-mtro- 

pyridine were reacted to afford [4 -(2,4-dicWoropheny^ 
methyl {2-[(5-nitro(2-pyridyl))amino] ethyl} amine. 
10 HPLC [Method AZ-S], 7,31 min (100%); MS (m+H/z), 485. 

Using the procedure described above in Example 139, reaction of (2-aminoethyl)[4- 
(2 4-dicWor6phenyl)-5-imidazol-2-ylpyrinndin-2-y^^ and 2-chloro-5-mtro-6- 

aminopyridine were reacted to afford [4-(2,4-dicmoropheny^ 
yl]methyl{2-[(5-mtro-6-ammo(2-pyridyl))amino]euiyl} amine. 
15 HPLC [Method AZ-S], 5.85 min (100%); MS (m+H/z), 500. 

Example 143 

Prgpagtignof^^ 

pvridvmamine (76062^ and re lated compounds 

20 A suspension of 1.50 g (4.84 mmol) l-(2,4-dichlorophenyl)-2-(l-imidazoyl)-3- 

dimemylaminoprop-2-en-l-one (prepared as described in Step 3.1 above), 0.673 g (2.42 
nnnol) of S-methylisothiourea nitrate and 2.05 g (6.29 mmol) in 30 mL of N- 
methylpyrroUdinone (NMP) was heated to 80°C for 2 h. Water was added and the mixture 
extracted with ethyl acetate. The aqueous layer was further extracted with additional ethyl 
25 acetate. The combined organic layers were thoroughly washed with water, brine and dried 
with sodium sulfate. Concentration and chromatography of the residue (silica gel, 2/o 
methanol/methylene chloride) afforded 800 mg (50%) of the desired pyrimidine, 4-(2,4- 
dicMorophenyl)-5-imidazolyl-2-memyltmopyrimidine. 
HPLC [Method AZ-S], 7.40 min (100%); MS (m+H/z), 337. 
30 4-(2 4-dicMorophenyl)-5-imidazo^ V™ °- 65 mmo1 ) 

was dissolved in 2 mL anhydrous methylene chloride and 590 mg (57-86% 1.95 mmol) of 
m-chloroperoxybenzoic acid added at room temperature and stirred for 2 h. Saturated 
sodium carbonate was added and the organic layer separated and washed with 10/o 
aqueous sodium sulfite. Drying (sodium sulfate) and concentration afforded 240 mg 
35 (100%) of 4-(2,4-dicMorophenyl)-5-in^ as a y elloW 

solid which was used without further purification. 
HPLC [Method AZ-S], 5.47 min (100%); MS (m+H/z), 369. 
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To a stirred suspension of 1.58 g 2-chloro-5-nitro P yridine (10.0 mmol) in 10 mL 
acetonitrile was added 1.81 mL (30 mmol) of ethanolamine dropwise at room temperature 
After heating at 80°C for 0.5 h, the reaction was cooled, water was added, followed by the 
add-on of ether. Cooling this biphasic mixture at 5°C led to the formation of a yellow 
5 solid, which was collected and identified as 2-[(5-nitro-2-pyridyl)amino]ethan-l-ol 
HPLC [Method AZ-S], 1.74 min (100%); MS (m+H/z), 184. 

1.74 g 2-cMoro-5-nitro-6-ammopyridine (10.0 mmol) was reacted at 80°C with 
1.81 n^(30nmaol)ofemanolamine. Cooling the reaction mixture led to the formation of 
a yellow sohd, which was collected and identified as 2-[(6-amino-5-nitro-2- 
10 pyndyl)amino]ethan-l-ol. 

HPLC [Method AZ-S], 1.32 min (100%); MS (m+H/z), 199. 

1.38 g 2-chloro-5-cyanopyridine (10.0 mmol) was reacted with 1.81 mL (30 mmol) 
of efiranolamine at 80°C for 0.5 h. The reaction was cooled, water was added, followed by 
the addition of ether. Cooling this biphasic mixture at 5 °C led to the formation of a yellow 

c^rbonitxTe 011 ^ ^ ****** * ^-^^y^o^yndine-S- 

HPLC [Method AZ-S], 1 . 13 min (1 00%); MS (m+H/z), 1 64. 

To a stirred solution of 37.2 mg (0.203 mmol) of 2-(5-nitro-2- 
armnopyndyl)ethanolamine in 1 mL anydrous THF at room temperature was added 244 uL 
of a 1M solution of sodium hexamethyldisilazide (1M in toluene, 0.244 mmol) This 
solution was stirred for Ih, and a solution of 4-(2,4^ichlorophenyl)-5-imidazolyl-2- 
(me&ylsmfonyl)pyrimidine in 1 mL anhydrous THF was added dropwise. After stirring 
for 4 h, water was added and the reaction mixture thoroughly extracted with ethyl acetate 
The combmed organics were washed with brine, dried (sodium sulfate), concentrated and 
chromatographed (silica gel, 5% memanol/methylene chloride) to give 15 7 mg of {2-[4- 
(2 4-dicMorophenyl)-5-M 
(76062) as a yellow solid. 

HPLC [Method AZ-S], 7.44 min (85%); MS (m+H/z), 472. 

As described above, {2-[4-(2,4-dicWoropheny^^ 

emyl}(5-mtro-6-arnino(2-pyridyl))amine (76063) was synthesized usmg 4-(2 4- 
drcWorophenyl)-^^ ^ ^.^.^^ 

pyndyl)ethanolarnine to afford 24.3 mg of { 2-[4-(2,4-dichlorophenyl)-5- 

33 a Hgfat yenow 

HPLC [Method AZ-S], 6.47 min (90%); MS (m+H/z), 487. 

As described in above, {2-[4-(2,4-dicMorophenyl)-5-inridazolylpyrinn 
yfoxy emyl}(5-cyano(2-pyridyl))amine (76064) was synthesized using 4-(2,4-dichloro- 
phenyl)-5-maidazo^ md ^ ^ 
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* a on me of {2-[4-(2,4-dichlorophenyl)-5- 

HPLC [Method AZ-S], 6.37 min (95%); MS (m+H/z), 452. 

P.xamole 144 

pyrid YDtam '"f»letTiYl) a mino )pynmiain j yn^u 

mio mffln n of 4-f4-cyanophenyl)-2-({2-[(5-nitro(2- 

(dimefhylammo)e<ta^]-NW4^anoph»yl>2-({2-[(5 mtro(2 pyn y 
Lo^^yrWain-S-y^— , as a — so.,6. 

HPLC [Method AZ-S], 6.23 min (100%) ; MS (nH-Hte), 492. 

Kxamnle 145 

PrepjnnionjrfA^^ 

^ e compounds de^^U^^ «- «™ 

general procedures: 

) stpp A. Alkvlation dd d to to 2 

s r ::::^"ea *. — * - - — — - 

.5 purified by column chromatography or trituration. 

S^B^mmo^rs^n DMF-DMA for six hours. Product 

1 mmol of substrate was heated to 80 C m neat DM* u 
waS concentrated in vacou and purified by trituration with d.ethyl ether. 

SteP_C^^nefomiation dissolved in 

DMF and heated to 90 C tor rour extracted three times 

5-10% methanol in methylenechlonde. 
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Step D. Cyr-lization to mriA» 

1 mmol of substrate was heated t n 1 mon • 
concentated in vacuo and nl^T 7 "** for houre md *« 

meflry.enechloride ' * *«— » ««. 5-10% me thano, 

5 ^S&l.Phtihalimidecleava^ 

added the sotofion ^ " ^TnT " W *" m » chloride was 

n ^ filled. The filtrate was coUected and coneentrated 
gjgp F. Acid coup ling 

'0 'T 0lOf ™ bState,2 ™ 0,0fCTbM ^M'i.2rnrnolofHBTtJ ! ,„^ , , 

Dusopropylethyl amine were stirred in THF The ™V ™ 01 ° f 

«- and ditated with water andly, ™ ;. mMUrc ~ °™ « *• 
with ethy, acetate, dried over sodhnn ££2 on^H , V* *" 
5-10% ntethanol to methyjenechloride *» C ° hmn ™* 

15 StgP G. Boc Dftprnwtj^g 

«vJJZL°L" ~ * ^ ° f 1 »* — H-*Wd. and , nfi 
W Ctor 30 ^ and concentrated /« vacuo. 

StepH. SnArTail 

Nw^^to^*,^ r sodium su,fe,e - - 

eiapny witn 5-10 /„ methanol in methylenechloride. 

Step I. Bromination 

" 20 mmol of aryl substituted acetiphenone, 1 ml cone HO » 

diethyl ether at 0°C under nitroeen Tn Is , mXed m 20 ^ 

MepJ. SnAronketnnP. 

1 mmol of lK4-fluorophenyl)-2-imidazolylethan-l-one 0 3 m ™i f 
0 1 mmol of K 2 C0 3 were heated at 100°C for 14 h tu ^ """^ ^ 

Wtaffl^^tta^ ^reaction mixture was poured 

Step jC Anhydride coup ling 



<WO 0220495A2J_> 



WO 02/20495 



-154- 



PCT/U SO 1/42081 



sodium sulfate, and purified by column chromatography eluting with 5-10% 
methanol/methylene chloride. 

StepL. Suzuki Reaction 

1 mmol of a 2,6-dichloro-pyridine, LOS mmol of boronic acid, and 3 mmol of 
5 Na 2 C03 were dissolved in 1.5 ml THF and 0.5 ml water and purged with nitrogen. 0.05 
mmol of [l > r-Bis(diphenylphosphino)-ferrocne]dichloropalladium(II) was added to 
reaction and stirred at room temperature under nitrogen for 14 hours. The reaction mixture 
was diluted with water and ethyl acetate. The solution was extracted three times with ethyl 
acetate, dried over sodium sulfate, and purified by column chromatography with 10% 
1 0 ethylacetate 90% hexanes. 

Step M. SnAr Reaction 

1 mmol of substrate is taken with 2 mmol of amine and 3mmol of Diisopropyl ethyl 
amine in 2 ml of DMF at 80 0 C for two hours. The reaction mixture was concentrated in 
vacuo and diluted with water and ethyl acetate. The solution was extracted three times 
15 with ethyl acetate, dried over sodium sulfate, and purified by column chromatography 30% 
ethylacetate 70% hexanes. 

Step N. Nitro Reduction 

1 mmol of substrate was taken with an equal weight of 5% Pd-C with 20 mmol 
N 2 H 4 and dissolved in THF. The reaction was stirred at reflux for 24 hrs and then filtered 
20 through celite and purified by column chromatography. 

Step O. Ethanol Nitro Reduction 

1 mmol of substrate was taken with an equal weight of 5% Pd-C and dissolved in 
ethanol. The reaction was placed in a Parr shaker under 35 PSI of hydrogen for six hours, 
then filtered through celite, and purified by column chromatography. 

25 Example 145-1 

Preparation of r4-(2,4-difluorophenvl)-5-imidazolvlpvriinidin-2-vl1 {2-r(5-nitro(2- 



pyridyl))aminolethyl} amine 




o 



[4-(2,4-difluorophenyl)-5-iinidazolylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]- 
30 ethyl} amine was made in accordance with the foregoing procedures using l-(2,4- 
difluorophenyl)-2-chloroethan-l-one and imidazole in step A, step B and amino {2-[(5- 
nitro(2-pyridyl))amino]ethyl}carboxamidine in step C. 
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HPLC: 7.150min. 
MS: MH 1 ^ 439.1 



Example 145-2 

Preparation of r5-imidazolvl-4-(4-mefevlphenyl)pyrimidin-2-yll {2-f(5-nitro(2- 

pyridyl))aminoletfayl) amine 




O 

[5-imidazolyl^(4-methylphenyl)pyrimidm^ 
ethyl}amine was made in accordance with the foregoing procedures using 2-bromo-l-(4- 
methylphenyl)ethan-l-one and imidazole in step A, step B and amino {2-[(5-nitro(2- 
1 0 pyridyl))amino]ethyl} carboxamidine in step C. 
HPLC: 7.333min. 
MS: MH + = 417.2 

Example 145-3 

Preparation of r4-(2-chlorophenyl)-5-imidazolylpyrimidin-2-vl1 {2-r(5-nitro(2- 
15 pyridyl))amino1ethyl> amine 




o" 

[4-(2-cWorophenyl)-5-imidazolylpyrinudin-2-yl] {2-[(5-nitro(2-pyridyl))amino]- 
ethyl} amine was made in accordance with the foregoing procedures through step I, using 
l-(2-cUorophenyl)ethan-l-one and imidazole in step A, step B and amino {2-[(5-nitro(2- 
20 pyridyl))amino]etliyl} carboxamidine in step C. 
HPLC: 7.233min. 
MS: MH + = 437.1 
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Example 145-4 

Pre paration of tert-bu t yl 4-{4-r5-im idazolvl-2-(j2-f(5-nitro(2- 
pvridvTOaminoleflivna^ 




5 tert-butyl 4-{4-[5-unidazolyl-2-({2-[(5-rutro(2-pyridyl))amino]ethyl}arrdno 

pyrimidin-4-yl]phenyl}piperazinecarboxylate was made in accordance with the foregoing 
procedures using 2-bromo-l-(4-fluorophenyl)ethan-l-one and imidazole in step A, step J 
using tert-butyl piperazinecarboxylate, step B and amino{2-[(5-mtro(2-pyridyl))ammo]- 
ethyl}carboxamidine in step C. 

10 HPLC: 9.670min. 
MS: MH+= 587.2 

Example 145-5 

Pre paration of !5-iimda 2 olvl-4-r4-(trifluo r omemvnphenvl1pvrirmdm-2-yl} {2-r(5-nitro(2- 

pvridvl^aminol ethyl \ amine 




1 _ 

F , O 

{54midazolyl-4-[4-(trifluorome 
pyridyl))anuno]emyl}arnine was made in accordance with the foregoing procedures 
through step I using l-[4-(trifluoromethyl)phenyl]ethan-l-one, A using imidazole, B, and 
C using amino{2-[(5-nitro(2-pyridyl))ammo]emyl}carboxarmdine. 

20 HPLC: 8.533min. 
MS: MH + = 471.2 

Example 145-6 

Preparation of r4-(4-emvlphenvlV5-imidaz olvlpvrirnidin-2-yll {2-K5-nitro(2- 

pvridvD)amino1ethvll amine 
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[4-(4-ethylphenyl)-5-M 
ethyl} amine was made in accordance with the foregoing procedures through steps I using 
l-(4-e my lphenyI)ethan-l-one, A using imidazole, B, and C using amino {2-[(5-nitro(2- 
pyridyl))ammo]emyl}carboxaimdine. 
HPLC: 8.267min. 
MS: MH + =431.2 

Example 145-7 

Preparation of jm^djcMorglg^^ {2-r(5-nitrof2- 

Pvridy1))annin o1ethvl} amine 




[^( 3 >5-dicMoro(2-mienyl))-5-iim^ 
ammo]ethyl}amine was made in accordance with the foregoing procedures through steps I 
using l-(3,5-dichloro-2-thienyl)ethan-l-one, A using imidazole, B, and C using amino{2- 
[(5-mtro(2-pyridyl))ammo]ethyl}carboxamidine. 
15 HPLC:8.167min. 

MS: MH + = 477.1 

Example 145-8 

Preparation of r5-imidazolvl-4-(4-nip er a7 jn V i P henvl Wimidin-2-vll i2-rr5-™ M ?_ 

pyridvn)a mino1ethy 1 } aminp 




20 

[5-inndazolyl-4-(4-pipera^ 
ammo]ethyl}amine was made in accordance with the foregoing procedures through steps A 
using 2-bromo-l-(4-fluorophenyl)ethan-l-one and imidazole, J using tert-butyl 
p^erazinecarboxylate, B, C using ammo { 2- [( 5-mtro(2-pyridyl))amino]- 
25 emyl}carboxamidine, and G. 
HPLC: 

MS: MH + = 487.3 
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Example 145-9 

Preparation of 2-{N-r4-(2,4-dichlorophenyl)-2-({2-r(5-nitro(2- 
pyridyl))amino1ethyl) amino)pyrimidin-5-yl1carbamoyl jbenzofc acid 



OH 




5 2-{N-[4-(2,4-dicMorophenyl)-2-({2-^ 

pyrimidin-5-yl]carbamoyl}benzoic acid was made in accordance with the foregoing 
procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l-one and 
phthalimide, B, and C using amino {2-[(5-nitro(2-pyridyl))amino]ethyl}carboxamidine. 
HPLC: 11.433min. 
10 MS: MET^ 568.1 

Example 145-10 

Preparation of 5-r5-imidazolyl-2-( {2-r(5-nitro(2-pyridyl))aminolethyl) amino)pyrimidin-4- 

yllthiopheaie-2-carbonitrile 

o. XJ H 

N 

i _ 

O 

15 5-[5-imidazolyl-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]- 

tMophene-2-carbonitrile was made in accordance with the foregoing procedures through 
steps I using 5-acetylthiophene-2-carbonitrile, A using imidazole, B, and C using amino {2- 
[(5-nitro(2-pyridyl))ammo]emyl}carboxamidine. 
HPLC7.517min. 

20 MS: MH + = 434.1 
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Example 145-11 
Preparation of {5-imidazolyl-4-r4-(4-m 

nitro(2-pyridyl))amino1ethyl } amine 




{5-inudazolyl^[4-(4-methylpiperaz^ 



pyridyl))amino]ethyl} amine was made in accordance with the foregoing procedures 
through steps A using 2-bromo-l-(4-fluorophenyl)ethan-l-one and imidazole, J using 
methylpiperazine, B, and C using amino {2-[(5-nitro(2-pyridyl))amino]- 
ethyl} carboxamidine. 
10 HPLC: 5.417min. 
MS:MH + =5013 

Example 145-12 

. Preparation of r5-imidazolyl-4-(4-piperidylp^ {2~r(5-nitro(2- 

pyridyl))aminolethyl> amine 



[5-imidazolyM-(4-piperidylphenyl)pyrimidin-2-yl]{2-[(^ 
ethyl} amine was made in accordance with the foregoing procedures through steps A using 
2-bromo-l-(4-fluorophenyl)ethan-l-one and imidazole, J using piperidine, B ? and C using 
amino {2-[(5-nitro(2-pyridyl))amino] ethyl} carboxamidine. 
20 HPLC: 6.300min. 




MS: MH + = 486.2 
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Fxam ple 145-13 



Preparation of N- 



r . f ^-^ino-5-mtr or2Wdvmammoleth yn-N-f4-f?.^ 
S-r^S-dioxomo i T>'oHn-4-vnpvH ^idin-2-vl1acetamide 

CI 




5 N . {2 -[(6-amino-5-nitro(2-pyridyl))ammo]ethyl}-N^ 

" was made in accordance with the foregoing 

procedures through steps A using H 2,4-dicUo^^ 
hthV de B C using amino {2-[(6-annno-5-nitro(2- 

Jyri*^^W}<^»«^ D > E ' «* K USing ^ioxane-2,6-dione and ^ 
10 excess of acetic anhydride. 
HPLC: 13.1 17min. 
MS: MH^ 575.1 

Fxample 145-14 

Prep^^rat^^ 

15 " dichloropheny n pvrimidin-5-vnacetam ide 




o 

M 2K{2-[(6-amino-5<uM2-pyridyTO^ 
pvrimidi^s-yllaceumude was made in accordance with the foregoing procedures tough 
s^Ta nsing l^^-dichlorophenyl^-chloroeflran-.-one and phthalinude, B, C usnrg 
20 anuno(2«6-armno-5<utro(2^^ ' «* mmg 

acetic anhydride. 
HPLC: 10.200min. 
MS: 1^=477.0 
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Example 145-15 
Preparation of 4-f ?-f {?- r( 6-amm o-5- m tro^^ 

dicMorophenvDpvrimidin-S- vnmorpholine-^ S-Hinn^ 



H 2 N 




4-[2-({2-[(6-anm 1 0-5-nitro(2-p3aidyl)) a inm O ]e%l}a^^ 
P ynnHdx n .5-yl] m orpholine-3,5-dione was made in accordance with the foregoing 

P hl^ tbKmgh StCPS StCPS A "** ^^^P^^-chloroethan-l-one and 
P *un u & ' B ' ° ^°{ 2 -[( 6 -^ino-5-nitro(2-pyridyl))amino]- 
ethy^carboxanndine, D, E, Kusing l,4-dioxane-2,6-dione, andF 
10 HPLC: 9.317min. 
MS: MH + = 533.1 

Example 145-16 
Preparation of N-f2-( f2-r(6-arnmo-5-mW2 
dicMorophenv1)nvriiiudin-5-vip 
H 3 c. n ,ch 3 




NH 2 



N -t 2 -(< 2 -[(6-ammo-5-mtro(2-pyridyl))annno^ 
P^dm-5- y l]-2Kdimemylannno)acetamide was made in accordance with the forego^ 

procedures through steps A using l-(2 } 4-dichlorophenyl)-2-chloroethan-l-one J 
pnmalimide, r n 

. - ix% ! ' L ^8 ammo{2-[(6-amino-5-nitror2- 

p^dy^ammolemyllcarboxanudine, D, E, and F using 2-(dimethylamino)acetic acid. 
ixri^C: 6.567miri. 

MS: MH + = 520.2 



Example 145-17 
P reparation oQj^I^a ^^ 

dicMorophe nvl)pvrinudin-5-vn-3-pyrroline-2 r S-dinnP. 
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1 -[2-( {2-[(6-amino-5-nitro(2-pyridyl))amino] ethyl } amino)-4-(2,4-dichlorophenyl)- 
pyrimidin-5-yl]-3-pyrroline-2,5-dione was made in accordance with the foregoing 
procedures through steps A using l-(2 ? 4-dichlorophenyl)-2-chloroethan-l-one and 
phthalimide, B, C using ainino{2-[(6-aiiiino-5-iutro(2-pyridyl))amino]ethyl}- 
5 carboxamidine, D, E, K using malic anhydride, and R 
HPLC: 10.083min. 
MS: MH + = 515.1 

Example 145-18 
Preparation of 4-r4-(2,4-dichlorophenyl)-2-( {2~r(5-nitro(2- 
10 pyridyl))amino1 ethyl} amino)pyrimidm^ 

4-[4-(2,4~dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl } amino)pyrimidin- 
5-yl]morpholine-3,5-dione was made in accordance with the foregoing procedures through 
steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l -one and phthalimide, B, C using 
15 amino {2-[(5-ni1ro(2-pyridyl))amiho]ethyl}carboxamidine, D, E, K using l,4-dioxane-2,6- 
dione, and F. 
HPLC: 

MS: MH + = 518.1 

Example 145-19 
20 Preparation of N-r2-({2-r(6-amino-5Miitro(2-pyri^^ 

dicMorophenyl)pyrimidin-5-yl1-4-morpholin-4-ylbutanamide 

N-[2-({2-[(6-amino-5-nitro(2-pyridyty^ 
pyrimidin-5-yl]-4-morpholin-4-ylbutanamide was made in accordance with the foregoing 
25 procedures through steps A using l-(2,4-dichlorophenyl)-2-cWoroethan-l-one and 
phthalimide, B, C using amino {2-[(6-amino-5-nitro(2 -pyridyl))- 

amino]ethyl} carboxamidine, D, E, F using 4-chlorobutanoic acid, lmmol of N-[2-({2-[(6- 
amino-5-nitro(2-pyridyl))amino^ 

bromobutanamide, 2 mmol of morpholine, 3 mmol Diisopropylethyl amine, and 0. 1 mmol 
30 of tetrabutylammonium iodide were stirred at room temperature for fourteen hours. The 
reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. The 
solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography with 5-10% methanol in methylenechloride. 
HPLC: 4.837min. 
35 MS: MH + = 590.2 
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Example 145-20 
Preparation of \-\2-( {2J(^aguno-5^^ 

QJcMorophenvnpvrimidin- 5-yl1piperazine-2,6-dione 

l-[2-({2-[(6-aniipo-5-nitro(2-pyridyl))aniino]ethyl}aniino)^ 
pynmidm-5-yl]pi pera zine-2,6-dione was made in accordance with the foregoing 
procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroetban-l-one and 
phthahmide, B, C using ammo{2-[(6-ammo-5-mtro(2-pyridyl))amino]ethyl}- 
carboxamidine, D, E, F using 2-[(tert-butoxy)-N-^ 
acid, and G. 
HPLC: 5.825min. 
MS: MHT^ 532.2 

Example 145-21 

Preparation of tert-hutyl H g ^jg^^ A 
dicMorophenylbvr^ 



CH 3 



H,N 
O 
O 



V 




tert-buryl ^ 2 -({M(6-ainmo-5-mtro(2^ 4- 

d^cMorophenyOpyrimidm-S-yll.S.S-dioxopiperazmecarboxylate was made in accordance 
with the foregoing procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroethan- 
1-one and phthalimide, B, C using ammo{2-[(6-amino-5-nitro(2- 
P yndyl))animo] e thyl}carboxamidine 5 D, E, and F using 2-[(tert-butoxy)-N-(carboxy- 
methyl)carbonylamino]acetic acid. 
HPLC: 9.137min. 
MS: MH + = 632.2 
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Example 145-22 

Preparation of tert-butyl 4-r4-(2,4-dichlorophenyl)-2-({2-r(5-nitro(2- 
pyridyl))amino1ethyl)amino)pyiira 




amino)pyrimidin-5-yl]-3,5-dioxopiperazinecarboxylate was made in accordance with the 
foregoing procedures through steps A using l-(2 5 4-dichlorophenyl)-2-chloroethan-l-one 
arid phthalimide, B, C using ainino{2-[(5-nitro(2-pyridyl))amino] ethyl} carboxamidine, D, 
E, and F using 2-[(tert-butoxy)-N-(carboxymethyl)carbonylamino]acetic acid. 
10 HPLC: 9.86 lmin. 
MS: MH + = 617.2 



l-[4-(2,4-dicMorophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}anm 
5-yl]piperazine-2,6-dione was made in accordance with the foregoing procedures through 



amino {2-[(5-nitro(2-pyridyl))amino]ethyl}carboxamidine 3 D ? E, E using 2-[(tert-butoxy)- 
20 N-(carboxymethyl)carbonylamino] acetic acid, and G. 
HPLC: 6.554min. 
MS: MH + = 517.2 



Example 145-23 
Preparation of l-r4-(2,4-dichlorophenyl)-2-( (2-r(5-nitro(2- 
pyridyl))amino1ethyl)ammo)pyri^ 




o 



steps A using l-(2 5 4-dichlorophenyl)-2-chloroethan-l-one and phthalimide, B, C using 
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Example 145-74 



(tert-hutoxycarbonyloxy fbmJ T LT^ T """"^ lmm °> ° f <«-°uryl 

vacuo and diteed with water and e^Z' ^elT n" * 
with ethyl acetate rtrirf ™ ..• "non was ^uacted three times 

Un mlyZ^ Tde ™ "V"*"' ^ ^ Clm)mato8raPhy 




15 HPLC: 10.96min. 
MS: MHT= 632.3 



Example 145-75 




25 



•-^SE^i^^Lr* ,,nmo, ° f ^ 

inmethylenecMoride for to hoursT , L thyIamMWere — * «"» temperature 

diiuted with water m d ^ ^"TT ^ ™ « * — - 

etnyl aeetate. Tie soluhon was extracted three times with ethyl 



<WO__0220495A2_I_> 



WO 02/20495 



-166- 



PCT/US01/42081 



acetate, dried over sodium sulfate, and purified by column chromatography with 5-10% 
methanol in methylenechloride. This product was taken on to steps B and C using 
amino {2-[(5-ni1xo(2-pyridyl))amino] ethyl }carboxamidine. 
HPLC: 11.713min. 
MS: MH + = 617.2 

Example 145-26 
Preparation of {2-r(6-ammo-5-mtro(2-pyridyl))am 

(3 5 5-dimethylpiperazinyl)pyi±nMdin-2-yl1amine 

9 H 3 




1 0 {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(2 3 4-dichlorophenyl)-5-(3,5- 

dimethylpiperazinyl)pyrimidin-2-yl]amine was made in accordance with the foregoing 
procedures through steps A using l-(2 5 4-dichlorophenyl)-2-chloroethan-l-one and 2,6- 
dimethylpiperazine. 1 mmol of this product, lmmol of tert-butyl (tert-butoxy- 
carbonyloxy)formate, and 2 mmol of triethylamine were stirred at room temperature in 

15 methylenechloride for four hours. The reaction mixture was concentrated in vacuo and 
diluted with water and ethyl acetate. The solution was extracted three times with ethyl 
acetate, dried over sodium sulfate, and purified by column chromatography with 5-10% 
methanol in methylenechloride. This product was taken on to steps B, C using amino {2- 
[(6-amino-5-nitro(2-pyridyl))amino]ethyl}carboxanndine, and G. 

20 HPLC: 5,653min. 
MS: MH + = 532.6 

Example 145-27 

Preparation of r4-(2,4-dichlorophenyl)-5-(3,5-dimethylpipera2inyl)pyrimidin-2-yl1 {2-f(5- 

nitro(2-pyridyl))amino1ethyl> amine 

?H 3 



o; 



25 o 

[4-(2,4-dicWorophenyl)-5-(3,5-dimethylpiperazinyl)pyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine was made in accordance with the foregoing procedures 
through steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l-one and 2,6- 
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dimethylpiperazine. 1 mmol of this product, lmmol of tert-butyl (tert- 
butoxycarbonyloxy)formate, and 2 mmol of triemylamine were stirred at room temperature 
in methylenechloride for four hours. The reaction mixture was concentrated in vacuo and 
diluted with water and ethyl acetate. The solution was extracted three times with ethyl 
5 acetate, dried over sodium sulfate, and purified by column chromatography with 5-10% 
methanol in methylenechloride. This product was taken on to steps B, C using amino {2- 
[(5-nitro(2-pyridyl))anmio]emyl}carboxamidine, and G. 
HPLC: 6.193min. 
MS: MH + = 517.6 

10 Example 145-28 

Preparation of N-K-f 2.4-dichlorophenvr)-2-( {2-r(5-nitro(2- 
pyridyl))animolemvUammo)pvrimidin-5-vl1-4-hvdroxvbutana^ 

OH 




N-[4-(2,4-dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)- 
1 5 pyrimidin-5-yl]-4-hydroxybutanamide (748 1 4) was made in accordance with the foregoing 

procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l -one and 

phthaliinide, B, C using animo{2-[(5-m>o(2-pyridyl))ammo]emyl}carboxamidine, D, E, F 

using 4-bromobutanoic acid. 

HPLC: 5.688min. 
20 MS: MH + = 506.2 

Example 145-29 

Preparation of T5 -(( 1 E)- 1 -aza-2-pvrroUdinylprop- 1 -envl)-4-(2.4-dicMorophenvl>pyrimidin- 
2-yl1{2-r(6-ammo-5-nitro(2-pvridvl))ammolemvl}aniine 



NH 2 

II 

o 

25 t 5 -((lE)-l-aza-2-pyrroM^ 

{2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl^ was made in accordance with the 
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foregoing procedures through steps A using l-(2,4-dicMorophenyl)-2-chloroethan-l-one 
and phthalimide, B, C using amino {2-[(6-amino-5-nitro(2- 

pyridyl))amino]ethyl}carboxamidine, D, E, and K using acetic anhydride. 1 mmol of N-[2- 
({2-[(6-amino-5-nitro(2-pyridyl))amino]eth^ 
5 yl]acetamide and 2 mmol of Lawesson's reagent were stirred in 2 ml of DME at 80°C. The 
reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. The 
solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography eluting with 5-10% methanol/methylene chloride. 1 
mmol of 1 - {[2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(2,4- 

10 dichlorophenyl)pyrimidin-5-yl]amino}ethane-l-thione was heated to 85°C in pyrrolidine 
and purified by column chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 6.032min. 
MS: MH + = 530.3 

Example 145-30 

15 Preparation of {5-r(lEVl-aza-2-(cyclopropylamino)prop-l-enyl1-4-(2,4- 

dichlorophenyl)pyrimidin-2-yl} {2-r(6-amino-5-iiitro(2-pyridyl))amino1ethyl> amine 

{5-[(l E)- 1 -aza-2-(cyclopropylamino)prop- 1 -enyl]-4-(2,4-dichlorophenyl)- 
pyrimidin-2-yl} {2-[(6-amino-5-nitro(2-pyridyl))ancdno]ethyl} amine was made in 

20 accordance with the foregoing procedures through steps A using l-(2,4-dichIorophenyl)-2- 
chloroethan-l-one and phthalimide, B, C using amino (2-[(6~amino-5-nitro(2- 
pyridyl))amino]ethyl}carboxamidine, D, E 5 and K using acetic anhydride. 1 mmol of N-[2- 
( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(2,4-dicUorophenyl)pyrimidin-5- 
yl]acetamide and 2 mmol of Lawesson's reagent were stirred in 2 ml of DME at 80°C The 

25 reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. The 
solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography eluting with 5-10% methanol/methylene chloride. 1 
mmol of 1 - {[2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(2,4- 

dichlorophenyl)pyrin^din-5-yl]amino} ethane- 1-thione was heated to 40°C in 

30 cyclopropylamine and purified by column chromatography eluting with 5-10% 
methanol/methylene chloride. 
HPLC: 5.781min. 
MS: MH + = 516.2 
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Example 145-31 
Preparation of l-r2-({2-r(6-amino-5-rutro^ 
dicMorophenvl)pyrimidin-5-ylV3-(4-metfaylpiperazin 

5 1 -[2-( {2-[(6-airiino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(2,4-dichlorophenyl)- 

pyriirudin-5-yl]r3K^niethylpiperazinyl)pyrroIidine-2,5-dione was made in accordance 
with the foregoing procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroethan- 
1-one and phthalimide, B, C using amino {2-[(6-amino-5-nitro(2-pyridyl))anaino] ethyl} - 
carboxamidine, D, E, K using malic anhydride, and F. Large excess of morpholine was 
10 added to clean fractions of l-[2-({2-[(6-ammo-5-mtro(2-pyridyl))ammo3emyl}ammo)-^ 
(2,4-dicMorophenyl)pyrinfrdm-5-yl]0-pyrroline-2,5-dione concentrated in vacuo, and 
purified by column chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 4.897min. 
MS: MH + = 546.3 

15 Example 145-32 

Preparation of r6-(2,4-dichlorophenyl)-5-nitrof2-pvridvl)1 (2-r(5-nitrof2- 

pyridyl))amino1ethvl>amine 




[6-(2,4-&cmorophenyl)-5-mtro(2-pyridyl)]{^^ 
20 amine was made in accordance with the foregoing procedures through steps L using 2,6- 
dichloro-3-nitropyridine and 2,4-dichlorobenzeneboronic acid, and step M using (2- 
ammoemyl)(5-nitro(2-pyridyl))amine. 
HPLC: 9.598min. 
MS: MH + = 448.8 
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Example 145-33 

Preparation of N-r6-r(2-f(6-amino-5-iutro(2-pv ri d yl)) a nMn o1ethvl}amino)-2-(2,4- 
dichlorophenvl¥3-Pvridvl)l -N-etfavlacetamide 



o 

5 N _[6-({2-[(6-amino-5-nitro(2-p^^ 

phenyl)(3-pyridyl)]-N-ethylacetamide was made in accordance with the foregoing 
procedures through steps L using 2,6-dichloro-3-nitropyridine and 2,4- 
dichlorobenzeneboronic acid, M using N^-armnoemylXtert-butox^carboxarnide, O, K 
using acetic anhydride, G, and H using 6-cMoro-3-nitro-2-pyridylamine. 

10 HPLC: 6.223min. 
MS: MH + = 504.2 

Example 145-34 

Pre paration of {5-r(6- a mino-5-nitro(2- pvridvmarnmo1-6-(2,4-dichlorophenyl)(2- 
r vrid Y 1 » (2-r(6-amipo-5-nitro(2-pv ridvmaminolethvn amine 

{5-[(6-anuno-5-mto(2-pyridyl^ 
ammo-5-mtro(2-pyridyl))amino]ethyl}amine was made in accordance with the foregoing 
procedures through steps L using 2,6-dichloro-3-nitropyridine and 2,4- 
dichlorobenzeneboronic acid, M N-(2-ammoemyl)(tert-butoxy)carboxamide, N, H using 6- 
20 cWoro-3-mtro-2-pyridylarnine, G, and H using 6-chloro-3-nitro-2-pyridylamine. 
HPLC: 7.467min. 
MS: MH +=: 571.0 

Example 145-35 

Proration of {2-r(6-am ino-5-mtro(2^ ^ 
25 (emvlammo> (2- pvridvniamine 



H,c 




{2-[(6-ainmo-5-mtro(2-pyridyl))ammo]emyl}[6-(2,4-dichlorophenyl)-5- 
(emylamino)(2-pyridyl)]anune was made in accordance with the foregoing procedures 
through steps L using 2,6-dichloro-3-nitropyridine and 2,4-dichlorobenzeneboromc acid, 
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M using N-(2-a m inoetbyl)(tert-butoxy)caibo X aniide, O, G, and H using 6-chloro-3.nitro- 
2-pyndylamine. 

HPLC: 5.263min. 

MS: MH + = 462.0 

Example 145-36 

Preparation of r6-(2.4-dichIo rophenvn-3-mtro(2-pvridvm(2-r(5-nitro('2- 
pyridvl^aminolerhYl } amine. 

[6-(2AdicMorophenyl)-3-mtro(2^ 
amine was made in accordance with the foregoing procedures through steps L using 2 6- 
d.chloro-3-nitropyridine and 2,4-dichlorobenzeneboronic acid collecting minor product, 
and step M using (2-aminoethyl)(5-nitro(2-pyridyl))amine. 
HPLC: 12.003min. 
MS: MH + = 449.0 

Example 145-37 
Preparation of 2-f2.4-dich1 oro P henvn-4-methvl-6-f !2-f(5-nitror2- 
pyridyl))animo1emvRamino)nvridine-3-carhonitri1 ft 




H 

o 

2-(2,4-dichlorophenyl)-4-memyl-6-({2-[(5-nitro(2-pyridyl))amm 
pyndme-3-carbonitrile was made in accordance with the foregoing procedures through 
steps L using 2,6-dicWoro-4-methylpyridine-3-carbonitrile and 2,4-dichloro- 
beiizeneboronic acid, and step M using (2-animoemyl)(5-mtro(2-pyridyl))amine 
HPLC: 12.183min. 
MS: MH + = 443.0 

Example 145-38 
Preparation of Iij(£amino^5^^ 

nitro(2-pyridyl)lamine 

{2-[(6-ammo-5-mtro(2-pyridyl))amino]emyl}[6-(2,4-dicmorophenyl)-3-nitro(2- 
pyndyl)]amine was made in accordance with the foregoing procedures through steps L 
using 2,6-dichloro-3-nitropyridine and 2,4-dichlorobenzeneboronic acid collecting minor 
product, M using N-(2-annnoemyl)(tert-butoxy)carboxamide, G, and H using 6-chloro-3- 
nitro-2-pyridylamine. 
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HPLC: 10.682min. 
MS: MH + = 464.0 

Example 145-39 

Pr^^ar^ou^^ 



pyridvDIamine 

0 o 



20 



11 < 




{2-[(6-ammo-5-nit^^^ 
pyridyl)]amine was made in accordance with the foregoing procedures though steps L 
using 2,6-dichloro-3-nitropyridine and 4-ethylbenzeneboronic acid , M using N-(2- 
anunoethylXtert-butox^carboxatnide, G, and H using 6-chloro-3-nitro-2- P yndylannne. 

HPLC: 9.354min. 
MS: 1^0^=424.1 

Exam ple 145-40 

^chloroohenvl^^ 

?° S PTf h 




o 



N-{HM{2-[(6-ammo-5-m^ 
dicWoro P henyl)pyrinndm-5-yl]-2 5 6-d^ ™ 
ma de in accordance with the foregoing procedures through steps A ™ng l<2 4- 
dichlorophenyl)-2-chloroethan-l-one and phthalimide, B, C usmg anuno { 2-[(5-rntro(2- 
pyridyl))annno]ethyl}carboxatnidine, D, E, and F using l-[(te rt -butoxy)carbonyl- 
amino]propane-l,3-dicarboxyUc acid. 



HPLC: 9.152min. 
MS: MH + = 646.4 
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Example 145-41 
dichlorophenvl)pvri m idin-5-v11 pi P eridiDe-2 1 fi-Hmn^ 




'Y N nY NH ! 

o 

5 ^^°~ K2<<2 - [(6 -™ ta °- 5 -™ fr °^^ 

4chlorophenyI)p yrimi(iill . 5 . y , ]piperi(iille . 2>6 ^ one was ^ fa ' 

^ 8 r,hr a , Pr T d r. ,hrcU8h ^ A "** '^chlo^heoyl^-cMo^an-.^e 
and phthatads, B C „s mg a n d n o { 2- [ (5-,n^yridyl)) a ^ ] e fcyl}ca ^ Iamidtoe , D 

^^ 1 -K^-ta'oxy)caAon y la m mo] P ropa I1 ^l,3-acaA 0 xyUc acid, and O 
if ilFJLC: 5.247min. 

MS: MH"*^ 546.3 

Example 145-42 

^^ ^^ 




u 

N-[2<{2-[(6-an^o-5-mfr 0 ^^ 
a^dance w* tte fc regoing procedures ^ ^ A ,. (2 ^ 



acetic acid 
HPLC: 8.346min. 
MS: MH + = 606.2 
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Example 145-43 
Preparation of N-f2-( {2-r(6-amino-5-nitro(2-pyridyW 
dicMorophenyl)pyrimidin-5-yl1-2-(meth^ 
H 3 c. 




5 N-[2-({2-[(6-amino-5-nitro(2-pyridyl))^ 

pyrimidin-5-yl]-2-(methylamino)acetainide was made in accordance with the foregoing 
procedures through steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l-one and 
phthalimide, B, C using amino {2-[(6-amino-5-nitro(2-pyridyl))- 

amino] ethyl }carboxamidine, D, E, F using 2-[(tert-butoxy)-N-methylcarbonylamino]acetic 
10 acid, and G. 

HPLC:4.716min. 
MS: MH + = 506.1 

Example 145-44 

Preparation of l-r6-({2-r(6-amino-5-nitro(2-pyridyl))amino1ethyl}amino)-2-(4- 
15 ethylphenylV3-pyridyl1pyn:olidine-2,5-dione 



H 2 N 



1 -[6-( {2-[(6-amino-5-nitro(2-pyridyl))aiiiino]ethyl} amino)-2-(4-ethylphenyl)-3- 
pyridyl]pyrrolidine-2,5-dione was made in accordance with the foregoing procedures 
through steps L using 2,6-dichloro-3-nitxopyridine and 4-ethylbenzeneboronic acid , M 
20 losing N-(2-aiiiinoethyl)(tert-butoxy)carboxainide, F using ethane- 1,2-dicarboxylic acid, G, 
and H using 6-chloro-3-nitro-2-pyridylamine. 
HPLC:.6.072min. 
MS: MH + = 476.2 

Example 145-45 

25 Preparation of 2-r4-(2,4-dichlorophenyl)-2-( {2-r(5-nitro(2- 

pyridyl))aminolethyl } amino)pyrimidin-5-yllisoindoline- 1 ,3-dione 
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2-[4-(2,4-dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin- 
5-yl]isoindoline-l,3-dione was made in accordance with the foregoing procedures through 
steps A using l-(2,4-dichlorophenyl)-2-chloroethan-l-one and phthalimide, B, C using 
amino {2-[(5-nitro(2-pyridyl))amino]ethyl}carboxamidine, and D. 
HPLC: 12.12min. 
MS: MH + = 549.8 

Example 145-46 

Preparation of 2-r2-({2-r(6-anuno-5-mtro(2-pyrid 

dichlorophenyl)pyrimidin-5-yl1-3-^^ 1 ,3-dione 



2-[2-( {2-[(6-amino-5-mtro(2-pyridyl))ainino]ethyl} amino)-4-(2,4-dichlorophenyl)- 
pyrimidin-5-yl]-3-pyirolino[3,4-c]pyridine-l,3-dione was made in accordance with the 
foregoing procedures through steps A using l^(2,4-dichlorophenyl)-2-chloroethan-l-one 
and 3-pyrrolino[3,4-c]pyridine-l,3-dione 5 B, C using amino {2-[(6-amino-5-nitro(2- 
15 pyridyl))amino] ethyl }carboxamidine, andD. 
HPLC: 9.85min. 
1*18:1^=566.1 

Example 145-47 
Preparation of l-{r2-({2-r(6-ammo-5-mtro(2-pyri^ 
20 dicMorophenyppyiimidin-5-yllainino> ethane- 1 -thione 

l-{[2-({2-[(6-amino-5-nitro(2-py^ 
phenyl)pyrimidin-5-yl] amino} ethane- 1-thione was made in accordance with the foregoing 
procedures through steps A using l«(2 ? 4-dichlorophenyl)-2-chloroethan-l-one and 

25 phthalimide, B, C using amino {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}- 
carboxamidine, D, E, and K using acetic anhydride. 1 mmol of N-[2-({2-[(6-amino-5- 
nitro(2-pyridyl))amino]ethyl} amino)-4-(2,4-dicUorophenyl)pyrimidin-5-yl]acetamide and 
2 mmol of Lawesson's reagent were stirred in 2 ml of DME at 80°C The reaction mixture 
was concentrated in vacuo and diluted with water and ethyl acetate. The solution was 

30 extracted three times with ethyl acetate, dried over sodium sulfate, and purified by column 
chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 11.63min. 
MS: MH + = 493.1 



V 
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Example 146 

Preparation of 4-r5-imidazol-2-vl-2-({2-r(5-nitro(2- 
pyridyl))amino1ethyl } amino)pyrimidin-4-yllbenzenecarboiiitrile 

NC 




H 

4-[5-imidazol-2-yl-2-( {2-[(5-ni1ro(2-pyridyl))amino]ethyl} amino)pyrimidin-4- 
yl]benzenecarbonitrile was prepared from 4-cyanobenzoyl chloride using the general 
method for [4-(2,4-dicMorophenyl)-5-imidazol-2-ylpyriiiudin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino] ethyl } amine. 
HPLC: 21 .9 min (>95% purity) 
MS: M+H = 428.1 (C2iH 17 N 9 0 2 +H = 428) 

Example 147 

Preparation of 6-r(2-{r4-(2,4-dicMorophenyl)"5"imidazol-2-ylpyrimidin-2- 
yllamino) ethyl)arnino1pyridine-3-carbomtrile 




20 



6-[(2- {[4-(2 5 4-dicMorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]amino} 
pyridine-3-carbonitrile was prepared from 2-ctaoro-5-(cyano)pyridine using the general 
method for [4-(2 9 4-dicMorophenyl)-5-imidazol-2-ylpyriinidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine. 
HPLC: 18.2 min (>95% purity) 
MS: M+H = 451.1 (C 2 iHi 6 Ci2N 8 +H = 45 1) 
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Example 148 

Preparation of r4-(2,4-dicMorophenyl>5-i^ 

(trifluoromethvl)(2-pvridvl)1amino}ethyl)amm 

a 

P H 
N -^ N — N 

-c, H 

F h 

[4-(2,4-dicUorophenyl)-5-imid^ 
pyridyl)]amino}ethyl)amine (71480) was prepared from 2-cMoro-5-(trifhioro- 
methyl)pyridine using the general method for [4-(2,4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
HPLC: 18.9 min (>95% purity) 
MS: M+H = 494.1 (C 21 Hi 6 Cl 2 F 3 N 7 +H = 494) 

Example 149 

Preparation of r4-(2,4-dichlorophenyl)-5-(l-methylim {2-|"(5- 

nitro(2-pyridyl))amino1 ethyl > amine 




0 2 N 

[4-(2,4-dichlorophenyl)-5-(l -methyliinidazol-2-yl)pyriinidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine was prepared from 1,2-dimethylimidazole using the general 
method for [4-(2 > 4-dicWorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]{2~[(5-nitro 
pyridyl))amino] ethyl} amine. 
HPLC: 21.9 min (>95% purity) 
MS: M-f H = 485. 1 (C 21 H 18 Cl 2 N 8 0 2 -fH = 485) 

Example 150 

Preparation of i5-imidazol-2-yl-444-(trifluorome^ 

nitro(2-pyridyl))amino1ethyl) amine 

n 

"N |_| 




N N 

R I J H 



022O495A2J_> 
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WO 02/20495 

{5-imidazoi l yi «-v* \ ^fluorometiivnbeDZoyl chlonde using 

nitro(2-pyridyl))amino]ethyl> amine. 

HPLC: 22.0 min (>95% purity) 

MS: M+H - 471.2 (C 2 iH 17 F 3 N 8 0 2 +H = 471) 

Example 151 

r^^saionrftbi^^ 

1 ,i>., m ;n n ^vnamir")n" ; ^"- Vc ^ bo ^' nle 



^ F 





N 



N N „ , 



10 * '/ra ff 5 ixmdazol-2-yl-4W^^^^ 

6-{[2-((5-imiaazoi z yi i v rtriflnnromethvnbenzoyl chlonde and 

^o>py^ne-3-carbonirri>e was prepared from 4-d i <LropheoyV>- 5 - 

2-ehloro-5-(eyano)pyridine r^ing the general method for [4 (2,4 

15 HPLC: 19.3 min (>95% purity) 

. MS . M+H = 451 .2 (C 22 H 17 F 3 N 8 +H = 451) 

Example 152 

rreoarattarofJS^^ 

^fl,,ommethvip-"^av»^^yJte!ae 




20 (5 Mtol-2-yl^Mtlffl^ „„, 



■J 5 HPLC: 20.0 min (>95% purity) 

MS: M+H = 494.2 (C^HnF^+H - 494) 
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Example 153 
yllamDojelhvnaminolnvnVim^^.^.^.^ 




Wi'LC: 19.0 mm (>95% purity) 

MS: M+H - 465.1 (C^sCWH = 465) 

Example_L54 





HPT r- on a • , „ K5_m ^ 2 -Kwdyl))aininoJetfayl}aniine. 
HPLC: 20.0 niin(>95% purity) 

MS: M+H = 508.1 (C^Cl^+H = 508) 

Example 155 

J2}!iid yj))ainiDolethv1 } gming 




WO 02/20495 -180- PCT/US01/42081 



[4-(2-chlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]{^ 
ethyl} amine was prepared from 2-chlorobenzoyl chloride using the general method for [4- 
(2,4-dichlorophenyl)-5-imidazol-2-y^ 
pyridyl))amino]ethyl} amine. 
HPLC: 18.5 min (>95% purity) 
MS: M+H = 437.1 (C 2 oH 17 ClN 8 02+H = 437) 

Example 156 

Preparation of 6-r(2-{r4-(2-cUorophenyl)-5-imida2ol-2-ylpyrimidin-2- 
yllamino} ethyl)amino]pyridine-3-carbonitrile 




10 

6-[(2- { [4-(2-cMorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]amino} ethyl)amino]- 
pyridine-3-carbonitrile was prepared from 2-chlorobenzoyl chloride and 2-chloro-5- 
(cyano)pyridine using the general method for [4-(2,4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
1 5 HPLC: 1 5.3 min (>95% purity) 

MS: M+H = 417.2 (C 2 iHi 7 ClN 8 +H = 417) 

Example 157 

Preparation of r4-(2~chlorophenyl)-5-imidazol-2-ylpyrimidin-2-yll(2-{r5- 
(trifluoromethyl)(2-pyridyl)1amino> ethyl)amine 




20 F 

[4-(2-chlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl](2~ { [5-(trifluoromethyl)(2- 

pyridyl)] amino} ethyl)amine was prepared from 2-chlorobenzoyl chloride and 2-chloro-5- 

(trifluoromethyl)pyridine using the general method for [4-(2,4-dichlorophenyl)-5-imidazol- 

2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 

25 HPLC: 16.8 min (>95% purity) 

MS: M+H = 460.2 (C 2 iH 17 ClF 3 N 7 +H = 460) 
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Example 158 

Preparation of r4-a-cMoro-4-fluorophenvlV5-imidazo l-2-vlpvriiiiidin-2-vll {2-[(5-nitro(2- 

pyridyl))a niino" |ethvl> amine 




F' 

5 [4-(2-cMoro-4-fluorophenyl)-5-irmd {2-[(5-nitro(2- 

pyridyl))amino]ethyl}amine was prepared from 2-chloro-4-fluorobenzoyl chloride using 
the general method for [4-(2,4-dicMorophenyl)-5-imidazol-2-ylpyrinfrdin-2-yl]{2-[(5- 
nitro(2-pyridyl))arnino]ethyl} amine. 
HPLC: 19.4 min (>95% purity) 

10 MS: M+H = 455. 1 (C 2 oH 16 ClFN80 2 +H = 455) 

Example 159 

Preparation of {4-r4-fluoro-2-(trifluoromemvl)p h en {2- 

[(5-nitro(2-pyridvl))3iT >ino1 ethyl) amine 




F 



1 5 {4-[4-fluoro-2-(trifluoromemyl)pte {2-[(5- 

mtro(2-pyridyl))ammo]emyl}amine was prepared from 4-fluoro-2- 
(trifluoromethyl)benzoyl chloride using the general, method for [4-(2,4-dichlorophenyl)-5- 
inndazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))ammo]emyl}amine. 
HPLC: 21 .0 min (>95% purity) 

20 MS: M+H- 489.2 (C 2 iH 16 F4N80 2 +H = 489) 

Example 160 

Preparation of (444-fluoio-2^triflucm»m^ * 2 ' 

r(5-nitro(2-p\Tidyl))amino1ethvl> amine 
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{4-[4-fluoro-2-(trifluorom 
nitro(2-pyridyl))amino]ethyl} amine was prepared from 4-fluoro-2- 
(trifluoromethyl)benzoyl chloride using the general method for [4-(2 ? 4-dichlorophenyl)-5- 
imidazol-2-ylpyrimidin-2-yl] {2-[(5-mtro(2-pyridyl))ainino]ethyl} amine. 
HPLC: 21.2 min (>95% purity) 
MS: M+H = 43 1 .3 (CaiH^NgC^+H = 43 1) 

Example 161 

Preparation of r4-(4"ethylphenyl)-5-imida2ol-2-ylpyrimidin-2-yl1(2- {f5~ 
(trifluoromethyl)(2-pyridyl)1 amino } ethyl)amine 




10 ' F 

[4<4-emylphenyl)-5-imidazol-2-ylpyrin^ 

pyridyl)]ainino}ethyl)amine was prepared from 4-ethylbenzoyl chloride and 2-chloro-5- 

(trifluoromethyl)pyridine using the general method for [4-(2,4-dichlorophenyl)-5-imidazol- 

2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
1 5 HPLC: 1 9.4 min (>95% purity) 

MS: M+H = 454.3 (C23H22F3N7+H = 454) 

Example 162 

Preparation of {4-r2-fluoro-4-(trifluoromemyl)phenyll-5-irmda2ol-2-ylpyrirnidin-2-yl} {2- 

r(5-nitro(2-pyridyl))aminolethyl} amine 

F k -^N0 2 
20 ' F 

{4-[2-fluoro-4-(Mfluoromemyl)phenyl]-5-in^ 
nitro(2-pyridyl))amino]ethyl} amine was prepared from 2-fluoro-4- 
(trifluoromethyl)benzoyl chloride using the general method for [4-(2,4-dichlorophenyl)-5- 
infrdazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
25 HPLC: 22.2 min (>95% purity) 

MS: M+H = 489.2 (QnHi^NgOa+H = 489) 
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Example 163 
Preparation of 6-r(2-(r4-(2-chl oro-4^ 

yljaratno \ ethvl)aminolp vrid ine-3-carbonitri le 




1ST 

5 6 -[( 2 -{[^( 2 - c Woro-4-fluorophenyl)-5-imidazol-2-ylpyriniidin-2 

aminolpyridine-3-carbonitrile was prepared from 2-chloro-4-fluorobenzoyl chloride and 2- 

cMoro-5-(cyano)pyridine using the general method for [4-(2,4-dichlorophenyI)-5-imidazol- 

2-ylpyrimidm-2-ylJ{2^(5-mtro(2-pyridyl))anuno]emyl}amine. 
HPLC: 16.3 min (>95% purity) 

10 MS: M+H = 435.2 (C 21 H 16 C1FN 8 +H = 435) 

Example 164 

Preparation of r4-r2-cMoro-4-fluor ophenvlV5-iinida Z ol-2-vlDvrimidin-2-vl1f2- { [5- 

(trifluorome thvl)(2-PVridvl)1 aTninr>} < »fhy1Umine 
.N 

F 




F F 



[4-(2-cMoro-4-fluorophenyl)-5-iimdazol-2-ylpyrimidm-2-yl](2-^ 
(trifluoromemyl)(2-pyridyl)]ammo}emyl)amin e was prepared from 2-chloro-4- 
fluorobenzoyl chloride and 2-chloro-5-(trifluoromethyl)pyridine using the general method 

for [4-(2,4-d,cWorophenyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]- 
ethyl} amine. 

20 HPLC: 1 7.7 min (>95% purity) 

MS: M+H = 478.2 (C 21 H 16 C1F 4 N 7 +H = 478) 

Example 165 

ggggration^^ 

vUammo^e mvllamino}pvridine-3-carbopitrile 



25 
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6- {[2-( {4-[4-fluoro-2-(trifluoromethyl)phenyl]-5-^ 
yl}amino)ethyl]ainino}pyridine-3-carbonitrile was prepared from 4-fluoro-2- 



(trifluoromethyl)benzoyl chloride and 2-chloro-5-(cyano)pyridine using the general 

method for [4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrimidin--2-yl] {2-[(5-nitro(2- 

pyridyl))amino]ethyl} amine. 

HPLC: 1 8. 1 min (>95% purity) 

MS: M+H = 469.2 (C 22 Hi 6 F 4 N 8 +H = 469) 

Example 165 

Preparation of {4-r4-fluoro-2-(rtfluoromethyl)phenyl^ 

{f5-(trifluoromethyl)(2-pyridyl)1amino>ethyl)amine 



{4-[4-fluoro-2-(trifluoromethyl)phenyl]-5-^ {[5- 
(trifluoromethyl)(2-pyridyl)]amino}ethyl)amine was prepared from 4-fluoro-2- 
(trifluoromethyl)benzoyl chloride and 2-cMoro-5-(trifluoromethyl)pyridine using the 
general method for [4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl}amine. 
HPLC: 1 8.8 min (>95% purity) 
MS: M+H = 512.2 (C 22 Hi 6 F 7 N 7 +H = 512) 



6-[(2- { [4-(4-ethylphenyl)-5~imidazol-2-ylpyri^ 
pyridine-3-carbonitrile was prepared from 4-ethylbenzoyl chloride and 2-chloro-5- 
(cyano)pyridine using the general method for [4-(2 5 4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2- [(5-nifro(2-pyridyl))amino] ethyl} amine. 
HPLC: 17.9 min (>95% purity) 
MS: M+H = 41 1.2 (C23H 2 2N 8 +H = 41 1) 




Example 166 

Preparation of 64(2- {r4-(4-ethylphenyl)-5-imida2ol-2-ylpyrimidin-2" 
yllaminol ethyl)amino1pyridine-3-carbomtrile 
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Example 167 

Preparatio n of r4-(4-cMorophenyl)-5-i^ (2-r(5-nitro(2- 

pyridyl))amino1etfavl| amine 





*N N' 

5 [4-(4-cMorophenyl)-5-iimdazol-2-ylp 

ethyl} amine was prepared from 4-chlorobenzoyl chloride using the general method for [4- 
(2,4-chcMorophenyl)-5-innd^l-2^ 
ammo]emyl}amine. 
HPLC: 20.0 min (>95% purity) 
10 MS: M+H = 437.1 (C2oH 17 ClN 8 0 2 +H = 437) 

Example 168 

Preparation of 64a-{r4-(4-cMorophenylV5-innda2ol-2-vlp\TTmidin-2- 
yll amino } emvl)amino1pvridine-3-carbonitrile 




NT 

1 5 6-[(2- { [4-(4-cMorophenyl)-5-imidazol-2-ylpyrinndm-2-yl]annho} ethyl)amino]- 

pyridine-3-carbonitrile was prepared from 4-chlorobenzoyl chloride and 2-chloro-5- 
(cyano)pyridine using the general method for [4-(2,4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 
HPLC: 1 7. 1 min (>95% purity) 

20 MS: M+H = 417.2 (C 21 Hi 7 ClN 8 +H = 417) 

Example 169 

Preparation of \A-( 4-cmoro-2-memvlphenvl)-5-iraida2ol-2-vlpyrimidin-2-vl1 12-ff 5-nitro(2- 

pyridyl))amino1 ethyl > amine 




*N0 2 

25 [4-(4-cMoro-2-memylphenyl)-5-inn^ 

pyridyl))ammo]emyl}aniine was prepared from 4-chloro-2-methylbenzoyl chloride using 
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the general method for [4-(2,4-dicmorophenyl)-5-iimdazol-2-ylpyrimidin-2-yl]{2-[(5- 

nitro(2-pyridyl))amino]ethyl> amine. 

HPLC: 20.8 min (>95 % purity) 

MS: M+H = 451 .2 (C21H19CIN8O2+H = 451) 

Example 170 

Pre paration of f4-(4-cmoro-2-methvlphe n vlV5-innda2ol-2-vlpyrimidin-2-yl1(2-{r5- 
ftrifluoromet h yl¥2-pyridvl)1ammo>em vl)amine 



20 




[4-(4-cMoro-2-memylphenyl)-5-im^ 
10 memyl)(2-pyridyl)]amino}ethyl)arnine was prepared from 4-chloro-2-methylbenzoyl 
chloride and 2-chloro-5-(trifluoromethyl)pyridine using the general method for [4-(2,4- 
dicWorophenyl)-5-imidazol-2-ylpyrimidm-2-yl]{2-[(5-mto 

HPLC: 19.2 min (>95% purity) 

MS: M+H = 474.2 (C^H^CIF^Nt+H = 474) 

15 . Example 171 

Pre paration of 6-{r2^*442-flu«^ 

. vl) ammo)emvllammo>pvridine-3-carbonitrile 




6.{[2-({4-[2-fluoro-4-(trifluoromemyl)phenyl]-5-iniidazol-2-ylpyrim 
yl}amino)emyl]arnino}pyridine-3-carbonitrile was prepared from 2-fluoro-4- 
(trifluoromethyl)benzoyl chloride and 2-chloro-5-(cyano)pyridine using the general 
method for [4-(2,4-dichlorophenyl)-5-imidazol-2-ylpyrirmdin-2-yl] {2-[(5-nitro(2- 
pyridyl))arnmo]emyl}amine. 
HPLC: 19.7 min (>95% purity) 
25 MS: M+H = 469.3 (C22H,6F 4 N8+H = 469) 



5DOCID: <WO 0220495A2_I_> 



WO 02/20495 



-187- 



PCT/US01/42081 



25 




Example 172 

Preparation of r4-(2-fluoroDhe nylVS-M l2-r(5-nitror2- 

pyridyl))amino1ethyl> amine 

n 

it 

N N ^ 

5 [4-(2-fluorophenyl)-5-iinida2ol-2-ylpyrimidin-2-yl] {2-[(5-mtro(2-pyridyl))amino]- 

ethyl}amine was prepared from 2-fluorbenzoyl chloride using the general method for [4- 
(2,4-dichlorophenyl)-5-inndazol-2-y^ 
ethyl} amine. 

HPLC: 1 7.9 min (>95% purity) 
10 MS: M+H = 421.2 (C 20 H I7 FN 8 O 2 +H = 421) 

Example 173 

Preparation of 6-r(2-{r 4-(2-fluorophenyn-5-imidazol-2-vlpvrimidin-2- 
yllaminol emyl)ammo1pvridine-3-carbonitrile 




NT 

1 5 6-[(2- {[4-(2-fluorophenyl)-5-infrtol-2-ylpyrimidm-2-yl]amino} emyl)amino]- 

pyridine-3-carbonitrile was prepared from 2-fluorbenzoyl chloride and 2-chloro-5- 
(cyano)pyridine using the general method, for [4-(2,4-dichlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nih-o(2-pyridyl))ammo]emyl}amine. 
HPLC: 14.7 min (>95% purity) 

20 MS: M+H = 401 .2 (C 2 iH 17 FN 8 +H = 401) 

Example 174 

Preparation of r 4-(4-chloro-2-m emoxyphenvlV5-iniidazol-2-vlpvrinridin-2-vn f 2-1YS- 

niho(2-pv ridyl^amino1 ethYl}aTninft 

1. 





N0 2 



[4-(4-cMoro-2-memoxyphenyl)-5-inndazol-2-ylpyrinTidm-2-yI]{2-[(5-mtro(2- 
pyridyl))animo]ethyl}amine was prepared from 4-chloro-2-methoxybenzoyl chloride using 
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the general method for [4-(2,4-dichlorop^^^ 

nitro(2-pyridyl))amino]ethyl} amine. 

HPLC: 19.9 min (>95% purity) 

MS: M+H = 467.3 (C 21 H,9C1N 8 03+H = 467) 

Example 175 

Y n^^»\Pthy1)amino1pvridine-3-carbomtrile 

_ try 



10 



15 



20 




64(2-([4-(4-eWoro-2-memoxyphenyl)-5-imidazol-2-ylpyrto^ 
emyWpyndine-3-carbonitnle was prepared from 4-ehloro-2-methoxybe^ 
chloride and 2-chloro-5-(cyano)pyridine using the general method for W&r 
dicMorophenyl)-5^^ 
HPLC: 1 6.9 min (>95% purity) 
MS: M+H = 447.3 (C^HuClNgO+H = 447) 

Example 176 

P^e^on ^ ^ r r9-ir4-r4-cmor o -2-meth y lph enyl)-5-imida Z ol-2. V l P yri^ 
y l1 aminoUmv 1 )arninolpyrid ine-3-carbonitrile 




64(2-{[4<2-cWoro-4-fluorophenyl)-5-imidazol-2-ylpy^^ 
anunolpyridine-3-carbonitrile was prepared from 4-chloro-2-methylbenzoyl chloride and 
2.chloro-5-(cyano)pyridine using the general method for [^-dtcbloropheny^- 
hmdazol-2-ylpyrimidin^^ 
HPLC: 17.9 min (>95% purity) 
MS: M+H = 430.8 (C 22 H, 9 C1N 8 +H = 430) 
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Example 177 

H I J. 

l^ br ^°-2-<«orophe n yl>5-M^ 

nitro(2-pyndyl))amino]ethyl}amine. 3^113 
HPLC: 2 1 .5 min (>95% purity) 

10 MS: M+H = 515.2 (C 20 H 16 BrClN 8 O 2 +H = 515) 

Example 178 

vl l am '"">°' 1 ' Tl)armnolnvrirfm e.3-carhnni lT il» 

H 

15 aminol ^t^^ 

^o^dme-S-caAonitrile was prepared from 4-bro m o-2-cMorobenzo y chloride ^d 2- 
cMoro^cyano) Pyri dine using the general method for [4-(2 5 4^c U orophLyl)-5-^ol 
2-ylpyrHnadm-2-yl] { 2- [ (5.nitro(2-py ri dyl)) an uno^ mndazol- 
HPLC: 1 7.7 min (>95% purity) 
20 MS:M+H = 495(C 21 H 16 BrClN 8 +H = 495) 

Example 179 

Itafluoromemyl)r ?.-pyridvl)1a m inolethvn am i ». 
_____ 

^ If H ' 

H I A .F 






CI 

m^-pyndyO^o)^!)^ was prepaIed ^ ^bromo-^Morobenzoy! 
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WO 02/20495 

chloride and .-chloro-5-(trifluoro m ethyl)pyridine using the general method for [4-(2 ? 4- 
chlonde and ~ cnioro o y v n/ 2 -rf5-nitro(2-pyridyl))amino] ethyl} amine. 

dichlorophenyl)-5-imidazol-2-ylpyrimidm-2-yl]{2 1(5 nitron pyn y 

HPLC: 19.7 min (>95% purity) 

MS: M+H = 538.2 (C 21 H,6BrClF 3 N7+H = 538) 

Example 180 



y 1 p y rimidm^ -T^ ftn7 ^ ec ^ omtnle 



10 



15 



20 




NH 2 

HN-<\ //-NO2 



NC 



447.( { 24(6-ainmo-5-mtro(2-pyridyl))ammo]ethyl} 
ylpyrimidmiyinzenecaxbo^ was prepared from 4-cyanobenzoyl cMonde ^ 
^reral method for { 2-K4-amino-5^^ 
dichlorophenyl)-5-inridazol-2-ylpyrimidm-2-yl^^ 

HPLC: 20.0 min (>95% purity) 

MS: M+H = 443.1 (C 2 iHi8N 10 O2+H = 443) 

Example 181 

ftr iflnnromethvlV h^ynnvrimidin-Z-Ynamm 6 

h ^r*r 

0 2 N^ 

(2,4^icWor 0 phenyl)-5-imidazol-2-ylpyrimidin-2-yl]amme. 

HPLC: 20.2 min (>95% purity) 
MS: M+H = 486.2 (C2iHi8F 3 N 9 0 2 +H = 486) 
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Example 1S2 
geaYlimdazol-2-vnDYri m iH,n.0- y i 1nminr 




10 



HPLC: 1 9.6 min (>95% purity) 
MS: M+H = 500.2 (C 21 H 19 C1 2 N 9 0 2+ H = 500) 

Example 183 

lmidazol-^-YlpvrimirtinAyll^,.^. 
^ H c. 

HPLC: 16.4 min (>95% purity) 
20 MS: M+H = 452.7 (C 20 H 18 ClN 9 O 2 +H = 452) 

Example 184 
5-nnida2ol-7-vl Dv rimMm--)-vl].„,„. 

H N~ ' ' 



15 



!5 





2 -K6-an^o-5-mtro(2- P yridyl))^ 
-dazol-2-y^^.^ was „ ^ ^ jj ^ 
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using the general method for {2-[(4-ammo-5-mtro(2-pyridyl)) 

dicMorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]amine. 

HPLC: 1 7.3 min (>95% purity) 

MS: M+H = 470.2 (C 2 oH J7 ClFN 9 02+H = 470) 

Example 185 

Preparation of {2"r(6-amino-5-nitro(2-pyridyl))amino1ethyl} (4-r4-fluoro-2- 
(trifluoromethyl)phenyl1-5-imidazol-2-ylpyrimidin-2-yl>amine 

H 2 N^N N 

F 

{2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl } {4-[4-fluoro-2-(trifluoromethyl)- 
phenyl]-5-irmdazol-2-ylpyrimidin-2-yl} amine was prepared from 4-fluoro-2- 
(trifluoromethyl)benzoyl chloride using the general method for {2-[(4-amino-5-nitro(2- 
pyridyl))amino]ethyl}[4-(2,4-dicMoropheny 
HPLC: 1 8.4 min (>95% purity) 
MS: M+H = 504.3 (C 2 iH 17 F 4 N 9 0 2 +H = 504) 

Example 186 

Preparation of {2-r(6-amino-5-ni1ro(2-pyridyl))ainino1 ethyl )f4-(4-chlorophenyl)-5- 

imidazol-2-ylpyrimidin-2-yl1amine 

v> 

H )Y|] 

0 2 N^^ H ^^Cl 

{2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}[4-(4-chlorophenyl)-5-inu 
ylpyrimidin-2-yl] amine was prepared from 4-chlorobenzoyl chloride using the general 
method . for {2-[(4-animo-5-nitro(2-pyridyl))aniino]emyl}[4-(2,4-dichlorophenyl)-5- 
imidazol-2-ylpyrimidin-2-yl] amine. 
HPLC: 1 8.0 min (>95% purity) 
MS: M+H = 452.2 (C2oH 18 ClN 9 02+H = 452) 
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Example 187 
Preparation of {2-r(6-amino-5-nitro(2-pyridyl)) 

5-imidazol-2-ylpyriinidin-2-vl1amine 

H N " 
H 2 N N N^ N A. 

5 {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(4-chloro-2-methylphenyl)-5- 

imidaz»l-2-ylpyrimidm-2-yl]amine was prepared from 4-chloro-2-methylbenzoyl chloride 
using the general method for {2-[(4-amino-5-nitro(2-pyridyl))amino]ethyl}[4-(2,4- 
dicMorophenyl)-5-imidazol-2-ylpyrumdm-2-yl]amine. 
HPLC: 1 8.7 min (>95% purity) 

10 MS: M+H = 466.1 (C 21 H 20 ClN 9 O 2 +H = 466) 

Example 188 

Preparation of {2-r(6-ammo-5-nifro(2-pvridyl))amino1ethyl}r4-(4-chloro-2- 
memoxyphmyl)-5-imidazol-2-ylpyrimidm-2-vl1amine 

H f 
H 2 N N N^ N A 

1 5 {2-[(6-ammo-5-nifro(2-pyridyl))amino]ethyl} [4-(4-chloro-2-methoxyphenyl)-5- 

imidazol-2-ylpyrimidin-2-yl] amine was prepared from 4-chloro-2-methoxybenzoyl 
chloride using the general method for {2-[(4-animo-5-nitro(2-pyridyl))amino]ethyl}[4- 
(2,4^icmorophenyl)-5-imidazol-2-ylpyiimidm-2-yl]amine. 
HPLC: 17.8 min (>95% purity) 

20 MS: M+H = 482.1 (C2iH 2 oClN 9 03+H = 482). 

Example 189 

Preparation of (2-r(6-ammo-5-mtro(2-pyridvl))amino1ethvU r4-(4-bromo-2-chlorophenyl)- 

5-imidazol-2-ylpyrunidm-2-yl1amine 





H 2 N N N_ ^ 

o 2 n"^ H CI 

25 {2-[(6-ammo-5-mtro(2-pyridyl))ammo]emyl}[4-(4-cMoro-2-memoxyphenyl)-5 

miidazol-2-ylpyrimidm-2-yl]amine was prepared from 4-bromo-2-chlorolbenzoyl chloride 
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using the general method for {2-[(4-an^o-5-niho(2-pyridyl))ainino]ethyl}[4-(2,4- 
dicWorophenyl)-5-imidazol-2-ylpyrirnidm-2-yl3amine. 

HPLC: 1 9.4 min (>95% purity) 

MS: M+H = 530 (C 2 oHi7BrClN 9 02+H = 530) 

Example 190 

PreBgratipn^ 

5-f4-memvlirnidazol-2-vl >pyriiTiidin-2-vl1arnine 
"n^N^N H 

- V^n— n y n Y NHz - 



Br 




{2-[(6-ammo-5-mtro(2-py^^ 
^y^aazol-l-yiypyM^a-l-yl]^ was prepared from 4-bromo-2-chlorolbenzoyl 
chloride and 2-anTino-6-chloro-3-nitropyridine using the general method for 6-[(2-{[4-(2,4- 

dicMorophenyl)-5-(4-^^^^ 
carbonitrile. 

HPLC: 1 9.4 min (>95% purity) 
15 MS: M+H = 544.1 (C 2 iH,9BrClN 9 0 2 +H = 544) 

Example 191 

P, Tgra tinn nf 6-rf2-{r4-(4^ ^ 

Yl]flmino}eth yl)amino1pyridine^3-c arbonitrile 




20 6 -[(2-{[4-(4-bromo-2-cmorophenyl)-5-(4-methylimidazol-2-yl)pyrimidm-2- 

yl]ammo}emyl)ammo]pyridine-3-carbonitrile was prepared from 4-bromo-2- 
ehlorolbenzoyl chloride using the general method for 6-[(2-{[4-(2,4^iichlorophenyl)-5-(4- 
memylinfrdazol-2-yl)pyrimidm-2-yl]ammo}e^^ 

HPLC: 1 8 .7 min (>95% purity) 
25 MS: M+H = 509.1 (C22Hi 8 BrClN 8 +H = 509) 
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Example 192 

5-(4- methvlimida2»l-2-vlVvrimidin-2-vIl a min P 
/T-NH 




N V N NH 2 
JIA H * " 

F CI ' "N0 2 



{2-r(6-ammo-5-nitro(2-pyri^^^^ 
methylinndazoI^-yOpyri^din^^e was prepared from 4. fluoro . 2 . chIorob 
chlonde and 2-amino-6-chloro-3-Bitropyridine using the general method for 6-[(2-{[4-(2 4- 

carbonitrile. 

HPLC: 1 7.7 min (>95% purity) 

MS: M+H = 484.3 (C 21 H 19 C1FN 9 0 2 +H = 484) 

Example 193 
yl1ammolemvnaminn] ry ridine-3-carhnnifT.-l P 




N 



6-[(2-{[4-(2-cmoro-4-fluorophenyl)-5K4-memylirnida^l-2-yl)pyr^ 
^emy^arnmofeyridme-S^nittle was prepared from 4-fluoro-2-ehloroben Z oyl 
chlonde usmg the general method for 6-[(2- {[ 4-(2,^^ 

2-yl)pynnndm-2-yl]arrnno}emyl)ammo]pyridine-3-ca^ 
HPLC: 16.7 min (>95% purity) 

MS: M+H = 449.3 (C^HjgClFNg+H = 449) 

Example 194 

Preparation of [Hg^bjjcb^^ (7 _^ _ 

nitror2-pvri dyl))amino1ethvl } ami n f» 



0 2 N 
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[M 2 4-dicMoro P henyl>5^^^ , 
pyndyl))ammo]ethyl}amine was prepared from 6-chloro-3-rutropyridine using the general 
mefcod for 6-[(2-{[4-(2,4-dicWorophenyl)-5<4-methylnnidazol-2^ 
yl]amino} efoyl)amino]pyridine-3-carbonitrile. 
HPLC: 21.9 min (>95% purity) 
MS: M+H = 485.6 (CziHigCUNgOz+H = 485) 

Example 195 

^ of { M ^iiio-5^^^ 

metfrvlinfrda7 »1-2- yl)pvrimidin-2-yl1a mme 




10 { 2-r(6-ammo-5-mtro(2-pyridyl))anfrno]emyl}[^^ 

Mdaz ol.2-yl)p^2,l]annae was prepared from 2-ammo-6-cMoro-3-mtrop^ 
using the general method for 64(2-{[4^-diemorophen^ 
pyrinfrdm-2-yl]amino}emyl)ammo]pyridine^-carbonitri^ 

1 5 HPLC: 19.8 min (>95% purity) 

MS: M+H = 500.2 (C^HwC^Ch+H = 500) 

Example 196 

rrrr ,^ pfj^g ^djchjoroj^^ 

ftTifluoromethvn(2-nvridvl)1ammo>efo yl)annne 



// 




20 [4 «4*HcUons^ 

memyl)(2- P yTidyl)]a^o}emyl)amine was prepared from 2-cmoro-5-(trifluoromemyl)- 
pyridine using the general method for 6-[(2-{[4-(2 5 4-di C hlorophenyl)-5-(4-methyhmxdazol- 
2-yl)pyriimdm-2-yl]animo}emyl)ammo]pyridme-3-carbomD^ 

25 HPLC: 20.0 min (>95% purity) 

MS: M+H = 508.1 (C^sClzFa^+H = 508) 
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Example 197 

ftgpa ratioB of 4-\2-( i 2-l(6.oUoron^ m ^ n .^n^ 0 ^ vn ^ inn ^_ 
imi dazoIylpyimudm^y i ^b enzenecarbnnitrilP. 




^ 2 -« 2 -K6-cMoropyrim^^ 

yllbe^enecarbonitnle was prepared from 4,6-dichloropyrimidine using the general method 
for M5™d^-2^ 

4-yl}benzenecarbonitrile. 

HPLC: 16.1 min (>95% purity) 

10 MS:M+H = 418.1 (C 20 H 16 C1N 9 +H = 418) 

Example 198 

Prepj»Mgru>f4-^^ 

yl1am mo}emyl)ammo1nvrim idine-5-carbnTiifri1^ 




^^°-2-[(2-{[4-(4-c ya nophenyl)-5^^ 
an^no^dine-5-carbonitrile was prepared from 4-amm 0 -2-c W oropyrimidine-5- 
carbomtale usmg the general method for ^{S-ixnidazolyl-^-fCHttfluoromethy^ 

pyndyl)]ammo}emyl)annno]pyrimidin-4-yl}benzenecarbonitrile 
HPLC: 17.5 min (>95% purity) 

MS: M+H = 436.2 (C 21 H 17 N n +H = 436) 

Example 199 

pyridvl))am ino1ethvl } amine 
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[6-(2,4-dicMorophenyl)-5-(4-methylimidazplyl)(2-pyridyl)] {2-[(5-nitro(2- 
pyridyl))amino] ethyl} amine was prepared from 4-methyimidazole (the isomers were 
separated using a slica gel column) and 2-chloro-5-nitropyridine using the general method 
for {2-[(6-ammo-5-mtro(2-pyridyl))ammo 
5 pyridyl)]amine. 

HPLC: 22.8 min (>95% purity) 

MS: M+H = 484.2 (C 2 2Hi 9 Cl 2 N 7 02+H = 484) 

Example 200 

Preparation of r6-(2,4-dichlorophenyl)-5-(4-methylimidazolyl)(2-pyridyl)1(2- { [5- 
10 (trifluoromethyl)(2-pyridyl)1amino>ethyl)amine 




F 

[6-(2 5 4-dicWorophenyl)-5-(4-methylimidazolyl)(2-pyridyl)](2- { [5-(trifluoro- 
methyl)(2-pyridyl)]amino}e1iiyl)aiiiine was prepared from 4-methyimidazole (the isomers 
were separated using a slica gel column) and 2-chloro-5-(trifluoromethyl)pyridine using 
15 the general method for {2-[(6-amino-5-nitro(2-pyridyl))ainino]ethyl}[6-(2 5 4- 
dicWorophenyl)-5-imidazolyl(2-pyridyl)]amine. 
HPLC: 21 .0 min (>95% purity) 
MS: M+H = 507 (C23Hi 9 Cl 2 F 3 N 6 +H = 507) 

Example 201 

20 Preparation of 1 -r2-(2,4-dicMorophenyl)-6-({2-r(5-nitro(2-pyridyl))amino1ethyl> amino)-3- 

pyridynhydropyridin-2-one 

H ^ " 




o 2 n^^ cr ^ "ci 

1 -[2-(2,4-dichlorophenyl)-6-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-3- 
pyridyl]hydropyridin-2-one was prepared following the same procedures as the method for 
25 {2- [(6-amino-5-nitro(2-pyridyl))amino] ethyl } [6 -(2 ? 4-dichlorophenyl)-5 -imidazolyl(2- 

pyridyl)]amine with the following exceptions. l-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]hydropyridin-2-one was made by heating 2-hydroxypyridine with 2 equivalents 
of Hunig's base in acetonitrile until dissolved followed by addition of l-(2,4- 
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dichlorophenyl)-2-chloroethan-l-one. The reaction was heated at 65 °C for 18 hours and 
purified by slica gel column. Also, 2-chloro-5-nitropyridine was used for the final step. 
HPLC: X min (>95% purity) 
MS: M+H = X (C23Hi 8 Cl 2 N 6 0 3 +H = X) 

Example 202 

Preparation of l-f6- ( (2-r(6-animo-5-nitio(2-pvridv1) ^mino ]emvl)aminoV2-f2.4- 
dicMorophenyI)-3-pvridyllhyofropvridin-2-one 

0>> 




H6-({2-[(6-ammo-5-nitro(2-pyridyl))an^^ 
3-pyridyl]hydropyridin-2-one was prepared following the same procedures as the method 
for {2-[(6-ammo-5-mtio(2-pyridyl))ammo]e%^ 

pyridyl)]amine with the following exceptions. l-[2-(2,4-dichlorophenyl)-2- 

oxoethyl]hydropyridin-2-one was made by heating 2-hydroxypyridine with 2 equivalents 

of Hunig's base in acetonitrile until dissolved followed by addition of l-(2,4- 

dichlorophenyl)-2-chloroethan-l-one. The reaction was heated at 65 °C for 18 hours and 

purified by slica gel column. 

HPLC: X mih (>95% purity) 

MS: M+H = X (C 23 H 19 C1 2 N 7 03+H = X) 

Example 203 

Preparation of 6-r(2-{r6-(2.4-dichlorophenvl)-5-(2-oxohvdropvridvn-2- 
pvridvllam mo)ethvnammo1pvridme-3-carbonitrile 

N — ^ 

6-[(2-{[6-(2,4-dicMorophenyl)-5-(2-oxohydropyridyl)-2-pyridyl]amino}ethyl)- 
amino]pyridine-3-carbonitrile was prepared following the same procedures as the method 
for {2-[(6-animo-5-mtio(2-pyridyl))am^ 

pyridyl)]amine with the following exceptions. l-[2-(2,4-dichlorophenyl)-2- 
oxoethyl]hydropyridin-2-one was made by heating 2-hydroxypyridine with 2 equivalents 
of Hunig's base in acetonitrile until dissolved followed by addition of l-(2,4- 
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dichlorophenyl)-2-chloroethan-l-one. The reaction was heated at 65 °C for 18 hours and 
purified by slica gel column. Also, 2-chloro-5rcyanopyridine was used for the final step. 
HPLC: X min (>95% purity) 
MS: M+H = X (C24H 18 C1 2 N 6 0+H = X) 

Example 204 

Preparation of ethyl 6-({2-r(5-nitro(2"pyridyl))amino1ethyl>amino)-2- 
phenylpyridine-3-carboxylate 




ethyl 6-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)-2-phenylpyridine-3- 

1 0 carboxylate was prepared from ethyl 3-oxo-3-phenylpropanoate as the starting material and 
DDQ in the oxidation step. The final product is achieved directly from the chloropyridine 
by reacting ethyl 6-chloro-2-phenylpyridine-3 -carboxylate with 2-(2-aminoethylamine)-5- 
nitropyridine in CH 3 CN and Huing's base at 80°C for 18 hours. The procedures are 
analogous to the general method for {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}[6-(2,4- 
1 5 dicUorophenyl)-5-imidazolyl(2-pyridyl)]amine. 
HPLC: 24.5 min (>95% purity) 
MS: M+H = 408.1 (C 2 iH 21 N 5 04+H = 408.1) 

Example 205 

Preparation of ethyl 2-(2,4-dichlorophenyl)-6-({2-r(5-nitro(2- 
20 pyridyl))amino1ethyl)amino)pyridine-3-carboxylate 

J 

H 



N 
H 

<vr cr ^ "ci 




Ethyl 2-(2,4-dichlorophenyl)-6-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)- 

pyridine-3-carboxylate was prepared from ethyl 3-(2,4-dichlorophenyl)-3-oxopropanoate 
(ref. Wemple, J.; et. al. Synthesis 1993, 290-292.) as the starting material and THF/ethanol 
25 ratio of 3:1 as the solvent in the first step. The oxidation uses DDQ. The final product is 
achieved directly from the chloropyridine by reacting ethyl 6-chloro-2-phenylpyridine-3- 
carboxylate with 2-(2-aminoethylamine)-5-nitropyridine in CH3CN and Huing's Huing's 
base at 120 °C for 18 hours. The procedures are analogous to the general method for {2- 
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[(6-amino-5-nitro(2-pyridyl))amino]ethyl}[6-(2,4-dicMorophenyl)-5-inu 
pyridyl)]amine. 

HPLC: 3 1 min (>95% purity) 

MS: M+H = 476. 1 (C 2 iH 19 Cl 2 Ns0 4 +H = 476) 

Example 206 

Preparation of ethy l 2-(4-cvanoDhenvn-6-f {2-rf5-nitrof2- 
pyridyl))amino1ethyl } amin o) pv ridine-3-carboxvlate 




ethyl 2-(4-cyanophenyl)-6-({2-[(5-nitro(2-p^^ 
carboxylate (62258) was prepared from ethyl 3-(4-cyanophenyl)-3-oxopropanoate (ref. 
Wemple, J.; et. al. Synthesis 1993, 290-292.) as the starting material and THF/ethanol ratio 
of 1:5 as the solvent in the first step. The oxidation uses DDQ in toluene. The final 
product is achieved directly from the chloropyridine by reacting ethyl 6-chloro-2- 
phenylpyridine-3-carboxylate with 2-(2-ammoemylamine)-5-nitropyridine in DMA and 
Huing's base at 120 °C for 18 hours. The procedures are analogous to the general method 
for {2-[(6-ammo-S-mtro(2-pyridyl))a^ 
pyridyl)]amine. 

HPLC: 26.8 min (>95% purity) 

MS: M+H = 433. 1 (C 22 H 20 N 6 O4+H = 433) 

Example 207 

Preparation of 4-r3-imida TO lvl-6-r(2-rrS-nitror2-Dvridvn)nm,-r, olethvl}aminoV2- 

pyridynbenzenecarbonitrile 




4-[3-iimdazolyl-6-({2-[(5-mtro(2-pyridyl))ammo]emyl>ammo)-2-pyridyl] 
carbonitrile was prepared from 4-cyanophenacyl bromide, CAN for the oxidation (1:1 
acetic acid and water with heating at 80°C for 1 hour), and 2-chloro-5-nitropyridine using 
the general method for {2-[(6-ammo-5-nitro(2-pyridyl))amino]ethyl}[6-(2,4- 
mcMorophenyl)-5-imidazolyl(2-pyridyl)]amine. 
HPLC: 19.5 min (>95% purity) 
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MS: M+H = 427.2 (C22Hi 8 N 8 0 2 +H = 427) 

Example 208 

Preparation of ethyl 6-({2-r(5-iutro(2-pyridvl))amino1ethyl>amino)-2-r4" 
(1rifluoromethyl)phenyl1pyridine-3-carboxylate 



F 
F 




F 



ethyl 6-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-2-[4-(trifluoromethyl)phenyl]- 
pyridine-3-carboxylate was prepared from ethyl 3-oxo-3[4- 

(trifluoromethyl)phenyl]propanoate (ref. Wemple, J.; et. al. Synthesis 1993, 290-292.) as 
the starting material. The oxidation was accomplished using 4 equivalents of 

10 chlorotrimethysilane and 1 equivalent of bromine in dichlorrnethane. The product was 
obtained directly from ethyl 6-chloro-2-[4-(trifluoromethyl)phenyl]pyridine-3-carbbxylate 
by reacting it with 2-(2-aininoethylamine)-5-nitropyridine in DMA and Hunig's base at 70 
°C for 72 hours. These procedures are analogous to the general method for {2-[(6-amino- 
5-mtro(2-pyridyl))ammo]ethylH^ 

15 HPLC: 30.4 min(>95% purity) 

MS: M+H = 476.2 (C22H20F3N5O4+H = 476) 

Example 209 

Preparation of 6-({2-r(5-mtro(2-pyridyl))amino1ethyl}amino)-2-r4- 
(trifluoromethyl)phenynpyridine-3-carboxylic acid 

^^N0 2 
20 r F 

6-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-2-[4-(trifluoromethyl)phenyl]- 
pyridine-3-carboxylic acid was made by hydrolyzing ethyl 6-({2-[(5-nitro(2-pyridyl))- 
amino]ethyl}amino)-2^4-(trifto^ (71477) which 

was made following the general method for {2-[(6-amino-5-nitro(2- 
25 pyridyl))amino]ethyl} [6-(2,4-dichlorophenyl)-5-imidazolyl(2-pyridyI)]amine. The 
hydrolyze was carried out using a solution of 1 :1 water and concentrated hydrochloric acid 
and heating to 80 °C overnight. 
HPLC: 24.0 min (>95% purity) 
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MS: M+H = 448. 1 (C 2 oH )6 F3N 5 04+H = 448) 

Example 210 

Preparation of 2-(2.4-dicmorophenvlV6-f (2-r(5-nitrof :>- 

pyridyl)>a minolethvl 1 animo)pvridine-3-carboxvlic acid 
O 

2-(2,4-dicWorophenyl)-6-({2-[(5-nitro(2-pyridyl))ammo]ethyl}anim 
carboxylic acid was made by hydrolyzing ethyl 2-(2,4-dichlorophenyl)-6-({2-[(5-nitro(2- 
pyridyl))aimno]ethyl}ammo)pyridine-3-carboxylate (62257) which was made following 
the general method for {2-[(6-anuno-5-mtro(2-pyridyl))amino]ethyl}[6-(2,4- 
10 dichlorophenyl)-5-imidazolyl(2-pyridyl)]amine. The hydrolize was carried out using a 
solution of 1 :1 water and concentrated hydrochloric acid and heating to 80 °C overnight 
HPLC: 23.6 min (>95% purity) 
MS: M+H = 448.1 (C 19 H 15 C1 2 N504+H = 448) 

Example 211 

15 Preparation of r 6-r2.4-dic MorophenvD-5-imidazolvir2-pyridvl)1 f2-r(5-nitro(2- 

pyridyD^aminolethvU amine 

[6-(2,4-dicWorophenyl)-5-miida Z olyl(2-pyridyl)]{2-[(5-mtro(2-pyridyl))an^ 
ethyl}amine was prepared from 2-chloro-5-(nitro)pyridine using the general method for 
20 {2-[(6-ammo-5-nitro(2-pyridyI))ani^ 
pyridyl)]amine. 

HPLC: 22.9 min (>95% purity) 

MS: M+H = 470. 1 (C 2 iH 17 Cl 2 N 7 0 2 +H = 470) 
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Example 212 

Pr^ a r a tionof6- rf2-U6-(2.4-dic^o rophenyl>5-iinida Z oJ^2: 




5 6 -[(2-{[6-(2,4-dicMorophe^^ 

pyridine- -carbonitrile was prepared from 2-chloro P yridine-5-carbonifrUe usrng the 

gelll method for { 2-[(6-an^^ 
5-imidazolyl(2-pyridyl)]amine. 
HPLC: 1 8.8 min (>95% purity) 
10 MS: M+H = 450 (CzMnChNv+H = 450) 

Example 213 

mrtliv1inii<iaz "'v'X ? -r vri ' ivn1am '' ie 




15 { 2- [( 6-atmno-5- m ^^^^ 

imidazo y lX2-pyridyl)3amine was prepared from 4-methyimidazole (the isomers were 

separated using a slica gel column) using the general method for : W(6-«^» 
pyridy^ammolemylUe-^^ 
HPLC: 21 .5 min (>95% purity) 
20 MS: M+H = 499.3 (C^oClzNgOz+H = 499) 

Example 214 

Prenaration of e-K^ jljH^I^^ 

r vri^y1 1aTninolethvl)ami ""1p^dine-3-carbomtnle 




CI 
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amino pynd.e-3-carbonitrile was prepared from 4-methyimidazole il« 
se^ed usmg a slica gel column.) and ^chloropyridine-S-oarbonitrile using the gene" 

HPLC: 20.7 min (>95% purity) 

MS: M+H = 464.2 (C^H^Cl^+H = 464) 

Example 215 

unidazol-2-v l(2-pvridvn] a Tnin^ 
CI 




2-yl(2-pyndyl) ]ami ne was prepared from (2-annnoemyl)(6-^^^ 
usmg the general method for 1<W-**^^ 
15 mtro(2-pyridyl))annno]emyl}ainine. C Pyndyl)]{2-[(5- 

HPLC: 20:i min (>95% purity) 
MS: M+H = 485.4 (C 21 H 18 C1 2 N 8 0 2 +H = 485) 

Example 216 

IMfluoromethyl)(2-pvridv1^ a n 1 ino) e thvn fl ni,n ft 




p^dv ^ 01 ^ PrCPared fr ° m ( 2 — myO^trifluoromeW 

pyndy amine usmg the general method for [^icWorophenyO^imidazolZ 2- 

Pyndyl)] { 24(5-mtro(2- P yridyl))ammo]emyl}amine. ^ 
HPLC: 20.3 min (>95% purity) 

MS: M+H = 493.3 (C^Cl^NerfH = 493) 
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Example 217 

Preparation of 6-f(2- { r6-(2,4-dichlorophenyl)-5-imidazol-2-vl-2- 

. pyridvl1amino>ethyl)amino1pyridine-3-carbonitrile 

f=\ 

Ck ^ NH 




V N< ^r CN 

H 

5 6-[(2-{[6-(2,4-dicMorophenyl)-5-i^ 

pyridine-3-carbonitrile was prepared from 6-[(2-aminoethyl)amino]pyridine-3-carbonitrile 
using the general method for [6-(2 5 4-dicMorophenyl)-5-imidazol-2-yl(2-pyridyl)]{2-[(5- 
nitro(2-pyridyl))amino]ethyl} amine. 
HPLC: 1 8.9 min (>95% purity) 
10 MS: M+H = 450.4 (C22H17CI2N7+H = 450) 

Example 21 8 

Preparation of l-(2,4-Dichlorophenyl)-2-pyrazolylethan-l-one 

CI ~ ~~~~ 



or ^ s -" n 

To a solution of 2',4'-dichlorophenacyl chloride (2.0 g, 8.9 mmol) and dry MeCN 
15 (50 mL) at 23 °C was added pyrazole (3.1 g, 44.8 mmol). The resulting solution was 
heated at 80 °C for 5 h then cooled to 23 °C. The MeCN was removed under reduced 
pressure and CH2C12 (50 mL) was added. The resulting solution was washed with H20 (2 
x 15 mL) and the organic layer was dried (Na2S04) and concentrated under reduced 
pressure. The resulting residue was purified on silica gel (40% EtOAc/hexanes) to yield a 
20 light yellow solid. 
m/z256(MH+) 

Example 219 

Preparation of l-(2,4-Dichlorophenyl)-2-(4-methylimidazolyl)ethan-l-one 

CI 
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Made using the same procedure as for l-(2,4-dichlorophenyl)-2-pyrazolyletiian-l- 
one except that 4-methylimidazole (3.7 g, 44.8 mmol) was used in place of pyrazole. The 
crude residue was purified on silica gel (5% MeOH/CH2C12) to yield a light yellow solid, 
m/z 270 (MH+). 

Example 220 

Preparation of l-(2,4-DicMorophenvlV2-(2,4-dimemvlinudazole)ethan-l-one 

CI 



Made using the same procedure as for l-(2,4-dichlorophenyl)-2-pyrazolylethan-l- 
one except that 2,4-dimethylimidazole (4.3 g, 44.8 mmol) was used in place of pyrazole. 
The crude residue was purified on silica gel (5% MeOH/CH2Cl2) to yield a light yellow 
solid 

m/z 284 (MH+) 

Example 221 

Preparation of l-[2-(2,4-Dichlorophenyl')-2-oxoethvnhvdropvridin-2-one 

CI 



To a solution of 2',4'-dichlorophenacyI chloride (1.0 g, 4.5 mmol) and dry MeCN 
(20 mL) at 23 °C was added polystyrene-bound l,5,7-triazabicyclo[4.4.0]dec-5-ene (2.6 g, 
6.7 mmol) and 2-hydroxypyridine (428 mg, 4.5 mmol) and the resulting mixture was 
shaken at 23 °C for 20 h. The mixture was filtered and the resin was washed with MeCN 





O 



(10 mL). The MeCN was removed under reduced pressure and the resulting residue was 
purified on silica gel (5% MeOH/CH2C12) to yield a light yellow solid, 
m/z 283 (MH+) 



Example 222 

Preparation of 2-Benzimidazolvl- 1 -(2,4-dichlorophenyl)ethan- 1 -one 

CI 
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Made using the same procedure as for l-(2,4-dichlorophenyl)-2-pyrazolylethan-l- 
one except that benzimidazole (5.3 g, 44.8 mmol) was used in place of pyrazole. The 
crude residue was purified on silica gel (50% EtOAc/hexanes) to yield a light yellow solid 
m/z 306 (MH+) 

5 Example 223 

Preparation of l-(2,4-Dichlorophenyl)-2-(2-methvlimidazolyl)ethan-l-one 



CI 



Made using the same procedure as for l-(2,4-dichlorophenyl)-2-pyrazolylethan-l- 
one except that 2-methylimidazole (3.7 g, 44.8 mmol) was used in place of pyrazole. The 
1 0 crude residue was purified on silica gel (5% MeOH/CH2C12) to yield a light yellow solid, 
m/z 270 (MH+) 

Example 224 

Preparation of l-(2,4-Dichlorophenyl)-2-(4'phenylimidazolyl)ethan-l-one 




15 Made using the same procedure as for l-(2,4-dichlorophenyl)-2-p3arazolylethan-l- 

one except that 4-phenylimidazole (6.5 g, 44.8 mmol) was used in place of pyrazole. The 
crude residue was purified on silica gel (50% EtOAc/hexanes) to yield a light yellow solid. 
m/z332(MH+) 

Example 225 

20 Preparation of l-(2,4-Dichlorophenyl)-2-imidazolylethan-l-one 

CI 



0 ^c» 

Made using the same procedure as for l-(2 5 4-dichlorophenyl)-2-pyrazolylethan»l- 
one except that imidazole (3.1 g ? 44.8 mmol) was used in place of pyrazole. The crude 
residue was purified on silica gel (5% MeOH/CH2C12) to yield a light yellow solid. 
25 m/z 256 (MH+) 
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Example 226 
Preparation of 1 -P^4-Dic Monn^ 



CI 




o 

Made using the same procedure as for l-[2-(2,4-dichloro P henyl)-2- 
oxoemyl]hydropyridin-2-one except that 5-chloro-2-hydroxypyridin e (583 mg, 4.5 mmol) 
was used in place of 2-hydroxypyridine. The crude residue was purified on silica gel (5% 
MeOH/CH2C12) to yield a light yellow solid. 
m/z317(MH+) 

Example 227 

*3*gglfon^^ 

CI 




MezNT 

A solution of l-(2,4-dichIorophenyl)-2-pyrazolylethan-l-one (I, 1.0 g, 3 9 mmol) 
and dimethylformamidedimethyl acetal (10 mL, 75 mmol) was heated at 100 °C for 2 h 
The resulung red-brown solution was concentrated under reduced pressure to yield a dark 
IS red-brown oil which was used without further purification. 
m/z311 (MH+) 

Example 228 

Preparation of 1 i&^ichJor^^ g 




Made using the same procedure as for lK2,4-dicmorophenyl)-3-(dimemylamino)-2- 
pyrazolylprop-2-en-l-one except that l<2 5 4-dicWorophenyl)-2-(4-memylixrudazoIyl)ethan- 
^one (H, 1 .0 g, 3.7 mmol) was used. The crude residue was used without purification. 
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Example 229 
Preparation of 1 -(2,4-DicMorophenyl)-3-(dm 

prop-2-en-l-one 




CI 

o 



MezN 

5 Made using the same procedure as for l-(2 9 4-dicMorophenyl)-3-(dimethylamino)-2- 

pyrazolylprop-2-en- 1 -one except that 1 -(2,4-dichlorophenyl)-2-(2,4- 

(limethylimidazole)ethan-l-one (III, 1.0 g, 3.5 mmol) was used. The crude residue was 
used without purification 
m/z 339 (MH+) 

10 Example 230 

Preparation of 1 -(2,4-DicMorophenyl)-3-(dimethylamino)-2--(2-oxohydropyridvl)prop-2- 

en- 1 -one 




Me 2 N 

A solution of l-[2-(2,4-dichlorophenyl)-2-oxoethyl]hydropyridin-2-one (IV, 1.0 g, 
15 3.5 mmol), dry THF (25 mL) and dimethylformamidedimethyl acetal (10 mL, 75 mmol) 
was heated at 75 °C for 2.5 h. The resulting dark solution was concentrated under reduced 
pressure and the oily residue was used without purification. 
m/z338(MH+) 

Example 231 

20 Preparation of 2-Benzimidazolyl-l-(2,4-dicMorophenyl)-3-(dimethylamino)prop-2-en-l-- 




3DOCID: <WO 0220495A2_I_> 



WO 02/20495 



-211- 



PCT/US01/42081 



Made using the same procedure as for H2,4-dicmorophenyl)-3-(dimethylamino)-2- 
pyrazolylprop-2-en-l-one except that 2-benzimidazolyl-l-(2,4-dichlorophenyl)ethan-l-one 
(V, 1 .0 g, 3.3 mmol) was used. The crude residue was used without purification. 
m/z361(MH+) 

Example 232 

Preparation of 1 -(2,4-Dichlorophenvl)-3-rdi m ethvlammoV2-( 2-m ft thy1im, dazolvl)prop-2- 

en-l-one 




9. 

Me 2 NT 

Made using the same procedure as for l-(2,4-dichlorophenyl)-3-(dimethylamino)-2- 
10 pyrazolylprop-2-en-l-one except that l-(2,4-dicWorophenyl)-2-(2-memylimidazolyl)ethan- 
1-one (VI, 1.0 g, 3.7 mmol) was used. The crude residue was used without purification 
m/z325(MH+) 

Example 233 

Preparation of 1 -(2 ADicMorophenvlV3-fdi m emylanimoV2-(4-phenvlimidazolvnprop-2- 
15 en- 1 -one 

CI ~ r 
/ 




II 

Made using the same procedure as for l-(2,4-dichlorophenyl)-3-(dimemylamino)-2- 
(2-oxohydropyridyl)prop-2-en-l-one except that l-(2,4-dichlorophenyl)-2-(4-phenyl- 
imidazolyl)ethan-l-one (VII, 1.0 g, 3.0 mmol) was used. The crude residue was used 
20 without purification, 
m/z 387 (MH+) 
MS: 
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Example 234 




10 



Me2N 



Made using the same procedure as for l-(2,4 drcUorop , > 
(2 .„ M h y dro^dy,)pro^-.-oue ^ ^ was ^ 

imidazolylethan-l-one (VUI, 1.0 g, ™ uu ' 
without purification. 
m/z311(MH+) 

Kxample 235 

r ISEass <i Ba on^^ ' 

rhlnrohvdropyndiD-2-one 



CI 




15 SSS22^^J:^ ( - -crude residue used 



without purification. 
m/z372(MH+) 



Example 236 
Diddoro^^ 



20 



Pre paration of T4-(2,4 

^^mar^^ 

CI 




5DOCID <WO 0220495A2_L> 



WO 02/20495 

~~ 13 ~ PCT/US01/42081 



h Hie EtOH^ n,m0l) ^ reSU " fa « soM <> n ™« ieated a, 90 «C for 16 

«* 47j a£T ly<>pUlized to S * U a yeUow - H4 



in n Example 237 




Made using the same procedure as for U n a a . 

one (XI, 421 mg, 1.3 mrnol) was used. niethylinudazolyl^^-en-l- 
m/z 486 (MH+) 

Example 238 

■ntrofZ-pvndyia amin oJethvUamine n^y ^WK^ 




25 m/z 500 (MH+) 
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Example 239 
Preparation of l-r4-(2,4-DicMorophenylV2-^^ 

pyrimidin-5-yl1hydropyridin-2-one hyd 




j 2 i 

5 Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 

pyrazolylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino] ethyl} amine dihydrochloride 
except that 1 -(2 5 4-dichlorbphenyl)-3-(dimethylamino)-2-(2-oxohydropyridyl)prop-2-en-l - 
one (438 mg, 1.3 mmol) was used and the crude product was purified by recrystallization 
(CH2C12/Et20/hexanes) 
10 m/z499(MH+) 

Example 240 

Preparation of r5-Ben2imidazolyl-4-(2,4-dicMorophenvl)pyriinidin-2"vl1 {2-r(5-nitro(2- 
pyridyl))amino1 ethyl} amine dihydrochloride 




0 2 N 

15 Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 

pyrazolylpyrimidin-2-yl]{2-[(5-nitro(2-pyridyl))amino]ethyl}amine dihydrochloride 
except that 2-benzinndazolyl-l-(2,4-dicMorophenyl)-3-(dimetiiylamino)prop-2-en-l-one 
(XIV, 468 mg, 1.3 mmol) was used and the crude product was purified by recrystallization 
(CH 2 Cl2/Et 2 0/hexanes). 

20 m/z 522 (MH+) 
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Example 241 

Preparation of f4-( 2.4- DicMorophenyl)-5-(2-methyM {2-1Y5- 

nitro(2-pyridvl))amino1ethyl) amine dihydrochloride 

CI 




5 Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 

pyrazolylpyrimidin-2-yl] {2<(5-mtro(2-pyridyl))ammo]ethyl}amine dihydrochloride 
except that l-(2^icMorophenyl)-3-(dimethylam^ 
one (XV, 421 rug,. 1 .3 mmol) was used, 
m/z 486 (MH+) 

10 Example 242 

Preparation of { 2-r(6-Anuno-5 -nitro(2-pvridvn)arninolethyll r4-(2.4-dichlorophenvlV5-(2- 
methvlinuda2olyl)pvrimidm-2-vl1anunedmvdrocm 




H 2 N N N 

Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 
15 pyrazolylpyrinndm-2-ylK^ dihydrochloride 
except that l-(2,4-dicmorophenyl)-3-(dimemylanuno)-2<2-me 

one (XV, 421 mg, 1.3 mmOl) and amino {2-[(6-ammo-5-nitro(2- 
pyridyl))amino]ethyl}carboxamidine hydrochloride (386 mg, 1.4 mmol) were used, 
m/z 501 (MH+) 
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Example 243 

P^epjration^^ 

^ nYlim ^o,^ y n r yri m idin-2-vl1amii iedihvdrochloride 




5 Made using the same procedure as for [A^cUoro^iyS- 

pyTaz0 lyl P yrn*id^ dxhydrochlonde 
eLpt Lt l-( 2 ,4-oichlo^^^^ 

one (502 mg, 1-3 mmol) and ammo{24(6-ammo-5-mtro(2^^ 
ethyl}carboxamidine hydrochloride (386 mg, 1.4 mmol) were used and the crude product 
10 was purified on silica gel (5% MeOH/CH 2 Cl 2 ) 
mJz 563 (MH+) 

Example 244 

(2 4^m^M da^DB! m^^lmae dihvdrochlond e 




H T| 

15 ■ Made using me same procedure as for [^iohlorophenyl^- 

except that H2,4-mchlom P hen y l)-Mdnueu^^ 

en., one (439 mg, 1.3 mmol) and amino(2- (6-ammo-^- 
20 pyridyl))amino]efhyl)ca*oxanudine hydroehloride (386 mg, 1.4 mmol) were used and toe 
STde produo* was purified by reversed-phase HPLC (gradient of 95:5 H^MeCN » 5:95 

H 2 0:MeCN). 
m/z515(MH+) 
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Example 245 

Preparation of Polymer-bound N^QC^gthylmgdiamine 

Polymer 

! 4 h * T ° !'T nSi0n ° f MOTifle ' d ^ (3 ° «• 21 nm,0l > md ™P POO "L) was added 
« 4.hyd roxy -2- m e ttl „x y b ai za I deh y de (6.4 g, 42 en*,) and Kj C0 3 (8.7 g, 63 mmo.) Thl 
»*ulung nnxture was heated at 120 »C Witt shaking for 16 h. Tie resulting light brown 
mndnr, was filter* and the resin was washed with H.O, NMP and CH 2 C1, The resin Z 
dried under vacuum at 40 »C for 12 h. 

To a suspension of the resin-bound aldehyde (30 g, 21 mmol) and (MeO) 3 CH (200 

shaken a, 23 C for 12 h, filtered and washed with CH 2 C1 2 . The resin-bound hnine was 
used immediately, slightly moist with CH 2 C1 2 . 

To a suspension of the resin-bound irnine (30 g 21 mrnon ^ 

rn 2C,2 T c (2o ° •** 2Ai) w - ^ ta -^- « 

aT CH n 6 T 8 ^ 31 M ° C fOT 12 ffltKed — with NMP 

^ ^ ^ * 30 " C " " '° *" 

Example 246 

Polymer 

To a suspension of polymer-bound N-BOOethylenediamine (30 g 21 mmol) NMP 

6 6 f loT T^ 8 ' 3 ^ 105 —° - 23 ° c » — 2 -^oi-r« 

( 6.6 g, 105 mmol). The resuifing mixture was heated at 120 °C with shaking fcM2 h, 
filtered and washed with NMP, HjO and CH 2 C1 2 . 

and J^TTS N - B ° C -« d — — — a solution of 2,6-lutidine 
and CH,C1 2 (100 mL, 150 mmol), followed by a solution of TMSOTf and CH 2 C1 2 (100 

(2ammoemy,X5:: o "yS^ e ~" - ~"" * >~ 
The air dried resin (10 mg) was suspended in 80% TFA/CH2C12 (1 mL) for 1 h. 

ye^nf ^ CH2Cb P "*> - — — * — • '* - ^ a Hgm 
m/z 183 (MH+) 
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Example 247 

Preparation of Polymer-bound {2-r(5-nitro(2-pyridyl))amino1ethyl)r(2- 

nitrophenyl)sulfonyl1amine 




5 To a suspension of resin-bound (2aminoethyl)(5-nitro(2-pyridyl))amine (30 g, 21 

mmol), CH 2 C1 2 (250 mL) and iPr2NEt (18.3 mL 5 105 mmol) at 23 °C was added 2- 
nitrobenzenesulfonyl chloride (23.3 g, 105 mmol). The resulting mixture was shaken at 23 
°C for 6 h, filtered, washed with NMP, H 2 0 and CH2CI2 and air dried to yield polymer- 
bound {2-[(5-nitro(2-pyridyl))amino] ethyl} [(2-nitrophenyl)sulfonyl]amine. 
10 The air dried resin (10 mg) was suspended in 80% TFA/CH 2 C1 2 (1 mL) for 1 h, 

filtered, washed with CH 2 C1 2 (1 mL) and concentrated under a stream of air to yield a light 
yellow residue, 
m/z 368 (MH+) 

Example 248 

15 Preparation of Polymer-bound r2-(dimethylamino)ethylU2-r(5-nitro(2- 

pyridyl))amino1ethyl>r(2-nitrophenyl)sulfonyl1amine 




To a solution of Ph3P (11 g, 42 mmol) and CH 2 C1 2 (20 mL) at 23 °C was added 
DIAD (6.6 mL, 42 mmol) and the resulting yellow solution was maintained at 23 °C for 30 

20 min. To this solution was added 2-(dimethylamino)-ethanol (4.2 mL, 42 mmol) and the 
resulting solution was maintained at 23 °C for 5 min. then added to a suspension of resin- 
bound {2-[(5-nitro(2-pyridyl))amino]ethyl}[(2-mtrophenyl)sulfonyl]ainm (3.0 g, 2.1 
mmol) and CH2C12 (30 mL). The resulting mixture was shaken at 23 °C for 12h, filtered, 
washed with NMP, H20 and CH2C12 and air dried to yield polymer-bound [2- 

25 (dimethylamino)ethyl] {2-[(5-nitro(2-pyridyl))amino]ethyl} [(2-nitrophenyl)sulfonyI]amine. 

The air dried resin (10 mg) was suspended in 80% TFA/CH 2 C1 2 (1 mL) for 1 h, 
filtered, washed with CH 2 C1 2 (1 mL) and concentrated under a stream of air to yield a light 
yellow residue 
m/z 439 (MH+) 
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Example 249 

Preparation of Polymer-bound dimethvir2-({2-r(5-nitro(2- 

pyridyl))ainino1ethvl} amino)ethyl1amine 

NMe 2 

Polymer 

To a suspension of resin-bound [2-(dime%lainino)ethyl]{2-[(5-nitro(2-pyridyl))- 
ainino]etnyl}[(2-introphenyl)sulfonyl]aniine (3.0 g, 2.1 mmol) and DMF (30 mL) at 23 °C 
was added H 2 0 (2 drops), K 2 C0 3 (2.9 g, 21 mmol) and PhSH (2.2 mL, 21 mmol). The 
resulting mixture was shaken at 23 °C for 12 h, filtered, washed with NMP, H 2 0 and 
CH 2 CI 2 and air dried to yield polymer-bound dimemyl[2-({2-[(5-nitro(2-pyridyl))anfino]- 
ethyl } ammo)emyl]anune. 

The air dried resin (10 mg) was suspended in 80% TFA/CH 2 C1 2 (1 mL) for 1 h, 
filtered, washed with CH 2 C1 2 (1 mL) and concentrated under a stream of air to yield a light 
yellow residue, 
m/z 254 (MH+) 

Example 250 

Preparation of P olymer-bound ammor2-(dimethvlamino)ethvl1l2-r(5-nilro(2- 

pyridyl))amino1ethvl> carboxamidine hydrochloride 

NMe 2 



Polymer NH 2 

To a suspension of polymer-bound dimemyl[2-({2-[(5-mtro(2-pyridyl))amino]- 
emyl}ammo)emyl]amine (3.0 g, 2.1 mmol), NMP (30 mL) and iPr 2 NEt (3.7 mL, 21 mmol) 
at 23 °C was added liT-pyrazole-l -carboxamidine hydrochloride (3.1 g, 21 mmol). The 
resulting mixture was heated at 90 °C for 18 h, filtered, washed with NMP, H 2 0 and 
CH 2 C1 2 and air dried to yield polymer-bound amino[2-(dimethylamino)ethyl]{2-[(5- 
nitro(2-pyridyl))amino]ethyl> carboxamidine hydrochloride. 

The air dried resin (10 mg) was suspended in 80% TFA/CH 2 C1 2 (1 mL) for 1 h, 
filtered, washed with CH 2 C1 2 (1 mL) and concentrated under a stream of air to yield a light 
yellow residue 
m/z 296 (MH+) 
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Example 251 

Preparation of r4-(2,4-DicMorophenvn-5-imidazolylpy^ 

ethyl] (2-r(5-nitro(2-pvridyl))amino1ethyl) amine trihydrochloride 



CI 




To a suspension of resin-bound amino[2-(dimethylamino)ethyl]{2-[(5-iiitro(2- 
pyridyl))amino] ethyl} -carboxamidine hydrochloride (3.0 g, 2.1 mmol) and NMP (30 mL) 
at 23 °C was added 7-methyM,5,7-triazabicyclo[4.4.0]dec-5-ene (1.5 mL, 10.5 mmol) and 
l-(2,4-dichlorophenyl)-3-(dimethylamino)-2-imidazolylprop-2-en-l-one (XVII, 1.3 g, 4.2 
mmol). The resulting mixture was heated at 120 °C for 20 h, filtered, washed with NMP, 
H 2 0 and CH 2 C1 2 and air dried to yield resin-bound [4-(2,4-dichlorophenyl)-5- 
imidazolylpyrimidin-2-yl][2-(d^ 
pyridyl))amino]ethyl}amine trihydrochloride. 

The resin was suspended in 80% TFA/CH 2 C1 2 (30 mL) and shaken at 23 °C for 1.5 
h, filtered and concentrated under a stream of air. The resulting crude material was 
purified by reversed-phase HPLC (gradient of 95:5 H 2 0:MeCN to 5:95 H 2 0:MeCN) and 
the recovered material was dissolved in MeCN/0.5M HC1 (3 mL, 1:1), frozen and 
lyophilized to yield a yellow solid, 
m/z 543 (MH+) 

Example 252 

Preparation of Polymer-bound (2-r(5-nitro(2-pyridyl))amino1ethyl}r(2- 
nitrophenyl)sulfonyl1(2-pyrrolidinylethyl)amine 




Made using the same procedure as for polymer-bound [2-(dimethylamino)ethyl] {2- 
[(5-nitro(2-pyridyl))amino]ethyl^^ except that l-(2-hydroxy- 

ethyl)pyrrolidine (4.9 mL, 42 mmol) was used, 
m/z 465 (MH+) 
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Example 253 

Preparation of Polyme r-bound (S-nitro^-Dvridyl))^^- 
pyrrolidinyl etfayl)amino1ethyl } aminp. 

o 



10 



■ 

Polymer 

Made using the same procedure as for polymer-bound dimethyl[2-({2-[(5-nitro(2- 
pyndyl))ari^o] e myl}ammo)emyl]amine except that resin-bound {2-[(5-nitro(2-pyridyl))- 

ammo]emyl}[(2-nitrophenyl)sulfonyl](2-pyrrolidmyle%l)amine was used 
m/z 280 (MH+) 

Example 254 

Preparation of Polymer-bound amino (2-rr5-nitro (2- D vridvl^ a minnl ft tT, y l } (9- 
PVTrohdinvlethvncarboxarnidinehvdrochlnriHft 

Q 



15 



Y NH 

Polymer Nf-fe 

Made using the same procedure as for polymer-bound amino[2-(dimethyl- 

animo)emyI]{2-[(5-mtro(2-pyridyl))anuno]emyI}carboxanudm^ hydrochloride except that 

resin-bound (5-nitro(2-pyridyl)){2[(2-pyn-ohdmylemyl)ammo]emyl}amine was used 
m/z 322 (MH+) ' " 

Example 255 

Preparation of r4-r2 1 4-Di>h1oro P henvlV5-in 1 id a ,ol v i PVrimid i n . 7 . y1 1 f2 4f5-m1n^ 

P yridyl))ammo]ethvl}(2- P vn-olidinyle m yl)ammetrih 

CI 



20 
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Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 
imidazolylpyrimidin-2-yl][2~(dimeth^ {2-[(5-rd1xo(2-pyridyl))amino]ethyl} - 

amine trihydrochloride except that resin-bound amino {2-[(5-nitro(2- 
pyridyl))amino]ethyl}(2-pyrrolidinyle1hyl)carboxamidine hydrochloride was used, 
m/z 569 (MH+) 

Example 256 

Preparation of Polymer-bound (2-morpholin-4-vlethyl){2-r(5-nitro(2- 
pyridyl))amino1 ethyl > r(2-nitrophenyl)sulfonyl1 amine 



o 

N 



I- rv I 



Polymer 2 N0 2 

10 Made using the same procedure as for polymer-bound [2-(dimethylamino)ethyl] {2- 

[(5-nitro(2-pyridyl))amino]ethyl}[(2-mtrophenyl)sulfonyl]amine except that 4-(2-hydroxy- 
ethyl)morpholine (5.1 mL ? 42 mmol) was used, 
m/z 481 (MH+) 

Example 257 

15 Preparation of Polymer-bound {2-r(2-morphoUn-4-yle1hyl)andnolethyl>(5-nitro(2- 

pyridyl))amine 



o 



•rr -ir — NH 

Polymer 

Made using the same procedure as for polymer-bound dimethyl[2-({2-[(5-nitro(2- 
pyridyl))amino] ethyl }amino)ethyl] amine except that resin-bound (2-morpholin-4- 
20 ylethyl) {2-[(5-nitro(2-pyridyl))amino]ethyl} [(2-nitrophenyl)sulfonyl]amine was used, 
m/z 296 (MH+) 
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Example 258 

Preparation of Polymer- bound aiiuno{2-morpholin-4-vlethvl){2-r(5-nitrof2- 
pyridvl)) aminoletfayl)carboxamidine hydrochloride 

O 

N 

0 2 N 



Polymer NH2 

5 Made using the same procedure as for polymer-bound amino[2-(dimethyl- 

ammo)emyl]{2-[(5-mtro(2-pyridyI))ammo]emyl}carboxann^ hydrochloride except that 

resin-bound {2-[(2-morpholm-4-ylemyl)ammo]emyl}(5-mtro(2-pyridyl))amine was used 
m/z 338 (MH+) 

Example 259 

10 Preparation o f r4<2,4-DicMorophenvlV5-imidazolvlpATirnidin-2-vnf2-morDho1iTi-4- 

ylethvn l2-rC5-mtro( 2-pvridvn > >amino1ethvn amine trihvdrochloride 



0 2 N 




15 



O' 

Made using the same procedure as for [4-(2,4-dichlorophenyl)-5- 
inndazolylpyrimidm-2-yl][2-(dimemylammo)-ethyl] {2-[(5-mtro(2-pyridyl))ainino]- 
ethyl} amine trihydrochloride except that resin-bound amino {2-morpholin-4-ylethyl){2-[(5- 
nitro(2-pyridyl))amino]ethyl} carboxamidine hydrochloride was used, 
m/z 585 (MH+) 
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Example 260 

Preparation of 6-r(2-{r4-(2,4-DichloropheDyl)-5-(5-chloro-2-oxohydropyridyl)pyrimidin- 
2-yllamino) ethyl)amino1pyridine-3-carbonitrile hydrochloride 



CI 




5 To a solution of l-{2-(2,4-dicMorophenyl)-l-[(dimethylamino)-methylene]-2- 

oxoethyl}-5-chlorohydropyridin-2-one (XVHI, 482 nig, 1.3 mmol) and DMF (10 mL) at 23 
°C was added amino {2-[(5-cyano(2-pyridyl))amino] ethyl }carboxamidine hydrochloride 
(337 mg, 1.4 mmol) followed by Cs2C03 (652 mg, 2.0 mmol) and the resulting mixture 
was heated at 100 °C for 16 h. The DMF was removed under reduced pressure and the 
10 resulting residue was purified by recrystallization (CH2C12/Et20/hexanes) to yield a 
yellow solid which was dissolved in MeCN/0.5M HC1 (3 mL, 1:1), frozen and lyophilized 
to yield a yellow solid, 
m/z 513 (MH+) 

Example 261 

15 Preparation of ethyl 6-({2-r(5-nitro(2-pyridyl))amino]ethyl}amino)-4-phenylpyridine-3- 

carboxylate 




H 



1. Preparation of diethyl (2Z)-3-phenylpent-2-ene-l,5-dioate. 

A solution of iodobenzene (1.08 ml, 9.67 mmol) in DMA (5 ml) was added 

20 dropwise to a solution of diethylglutaconate (2 g, 10.74 mmol), Pd(OAc) 2 (250 mg, 1.07 
mmol), NaOAc (880 mg, 10.74 mmol) in DMA (5 ml) at 115 °C under argon. After 
heating for 8 hours at 130 °C, the reaction was cooled, diluted with CH 2 C1 2 (60 ml), and 
washed with water (4x10 ml). The organic layer was washed with sat. aq. NaHCC>3 (20 
ml), brine (20 ml), dried with Na2S0 4 , filtered, and concentrated under reduced pressure. 

25 The dark oil was purified by column chromatography using CH2CI2 as the eluent. The 



<WO 0220495A2_I_> 



WO 02/20495 



-225- 



PCT/US01/42081 



product oil was dried overnight in vacuo giving diethyl (2Z)-3-phenylpent-2-ene-l,5-<hoate 
in 28% yield. 

2. Preparation of diethyl HF. V^-fhydroxvmethvleneV.Vnheny lpent-S-ene-I.S-din.t. 

A stirred mixture of NaH (158.4 mg, 6.6 mmol) and ethyl formate (1.07 ml, 13.2 
5 mmol) in Et 2 0 (5 ml) were refluxed under argon for 15 min. Diethyl (2Z)-3-phenylpent-2- 
ene-l,5-dioate in Et 2 0 (5 ml) was added dropwise to the above solution over 5 min at rt 
The reaction was heated to reflux for 12 hours. The heterogeneous yellow mixture was 
diluted with Et 2 0 (100 ml), washed with sat. NH4CI (40 ml), half sat. Nr^Cl (40 ml), brine 
(20 ml), dried with Na 2 S0 4 , filtered, and concentrated under reduced pressure ' The 
10 product diethyl (3E)-2-(hydroxymethylene)-3-phenylpent-3-ene-l,5-dioate was obtained in 
97% yield and could be used without further purification. . 

^ Pre Paration of ethvl 6-oxo- 4- P henvlhvdrn pv ridine-3-carhn y y l a f ft 

A mixture of diethyl (3E)-2-(hydroxymethylene)-3-phenylpent-3-ene-l,5-dioate 
(0.62 g, 2.13 mmol) was dissolved in gla. acetic acid (1 ml), toluene (1 ml), and abs 
15 ethanol (3 ml). Ammonium acetate (0.07 g, 9.08 mmol) and flame dried 4A powder 
molecular sieves (0.4 g) were added to the stirred solution. The resulting mixture was 
stirred for 44-46 hours at 90-95 °C under argon. After 24 hours of heating, additional 
reagents were added including ammonium acetate (0.07 g, 9.08 mmol), acetic acid (1 ml) 
and flame dried 4A powder molecular sieves (0.4 g). On cooling EtOAc (80 ml) was' 
20 added with stirring for 15 minutes. The sieves were filtered and washed with EtOAc (2 x 
10 ml). The filtrate was concentrated under reduce pressure. To the crude material was 
added EtOAc (100 ml). The organic layer was then washed with distilled water (2 x 30 
ml), sat. aq. NaHC0 3 (30 ml), water (30 ml), brine (30 ml), dried with Na 2 S0 4 , filtered, 
and concentrated under reduced pressure. The oil was purified by column chromatography 
25 using 5% MeOH in CH 2 C1 2 as the eluent The product oil was dried overnight in vacuo 
giving ethyl 6-oxo-4-phenylhydropyridine-3-carboxylate in 72% yield. 
4. Preparation of ethvl 6-chlnr o -4- P henvl P vridine-3-carboxy 1 a te 

To the dry ethyl 6-oxo-4-phenylhydropyridme-3-carboxylate (141 mg, 0.58 mmol) 
was added phosphorous oxychforide (10 ml) followed by A^-dimethylacetamide (1 drop) 
30 The reaction mixture was stirred for 12 hours at 100 °C under argon. The phosphorous 
oxychlonde was removed under reduced pressure. The crude product was taken up in 
dichloromethane (2 x 25 ml), and the solvent was removed under vacuum. The glass was 
dried in vacuo 3-4 hour giving ethyl 6-cWoro-4-phenylpyridine-3-carboxylate in 97% 
yield. The crude material is contaminated with phosphorous residue and is used with out 
35 further purification. 



3NSDOCID: <WO 0220495A2_I_> 



WO 02/20495 -226- PCT/U SO 1/42081 

5. Preparation of ethyl 6-({2-r(5-iutro(2-pyridyl))amino1ethyl| 
carboxylate 

The crude material above, ethyl 6-cMoro-4-phenylpyridine-3 -carboxylate (140 mg, 
0.56 mmol) was mixed with (2-aminoethyl)(5-nitro(2-pyridyl))amine (408 mg, 2.24 
5 mmol), Hunig's base (390 ul), and DMA (2 ml) for 48 hours at 70-75 °C with stirring 
under argon. The reaction was followed by TLC and HPLC. When judged complete, the 
reaction was diluted with EtOAc (100 ml) and washed with sat. aq. NaHC0 3 (5 x 30 ml), 
brine (30 ml), dried with Na2SC>4, filtered, and concentrated under reduced pressure. The 
yellow solid was purified by column chromatography using 5% MeOH in CH2CI2 as the 
10 eluent. The product was dried overnight in vacuo giving ethyl 6-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino)-4-phenylpyridine-3-carboxylate in 70% yield. 
HPLC: 3.52 min (>95% purity) (HP-1 method) 
MS: M+H = 408.2 (C21H21N5O4+H = 408) 

Example 262 

15 Preparation of r5-((lE)-l-aza-2-morpholin-4-ylprop-l-enyl)-4-(2,4- 

dichlorophenyl)pyrimidin-2-yl1 {2-r(6-amino-5-m1ro(2-pyridyl))amino1ethyl} amine 




1 1 



O 

A. 2-[2 z (2,4-dichlorophenyl)-2-oxoethyl]isoindoline-l ,3-dione 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 2 mmol 
20 of phthalimide and 2 mmol of CS2CO3 in DMF at room temperature for fourteen hours and 
then the reaction mixture was concentrated in vacuo and diluted with water and ethyl 
acetate. The ethyl acetate layer was concentrated and then purified by trituration with 
diethyl ether. 

B. 2- {2-(2,4-dicMorophenyl)-l -r(dimethylamino)methylenel-2-oxoethyl } isoindoline- 1 ,3- 
25 dione 

1 mmol of 2-[2-(2,4-dichlorophenyl)-2-oxoethyl]isoindoline-l,3-dione was heated 
to 80°C in N,N-dimethylformamidedimethyl acetal for six hours. The reaction mixture was 
concentrated in vacuo and purified by trituration with diethyl ether. 
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. C - 2 -W 2 -({2-r(6-amino-S-nitrof2-p^ 

dicMorophenyDpyrimidin-S- vllcarbamovl Ibenzoic acid 

1 mmol of 2-{2-(2,4^chlorophenyl)-l-[(dimethyla m ino)methylene]-2-oxoethyl}- 
isomdoline-l,3-dione, 1 mmol of a n ^o{2-[(6-amiBO-5-nitro(2-pyridyl))ainino]efl 1 yl>- 
5 carboxanndine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C for 
fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water and 
ethyl acetate. The solution was extracted three times with elhyl acetate and dried over 
sodium sulfate. 

D. 2-r2-({2-r(6-amino-S-mtror2-Pvridvm^^ 
10 dichlorophenvDpyrimidm-S- ynisoindoline-l , g^djgng 

1 mmol of 2-{N-[2-({2-[(6-ammo-5-m^^ 4- 

dicMorophenyOpyrinudin-S-ylJcarbamoyllbenzoic acid was heated to 120°C in glacial 
acetic acid for four hours and concentrated in vacuo. 

15 pyndvntami nolethy l } ami nft 

1 mmol of 2-[2-({2-[(6-amino-5-nitro(2-pyridyl))ammo]emyl}ammo)^ 
dicWorophenyl) P yrm,iclm-5-yl]i S omdoline-l,3-dione and 20 mmol of hydrazine were 
stirred in ethanol at 75°C for two hours and purified by column chromatography eluting 
with 5-10% methanol/methylene chloride. 



20 



25 



F. N-r2-({2-f r6-amino-5-mtror2-nyrid yl)) am i n oi e thvT}amino)-4-r2.4- 
dic Morophenvl)pvrimidin-5-vllacetamide 

1 ^^lof[5-ainmo-4-(2 5 4-mcMorophenyl)pyrimidm-2-yl]^ 
pyndyl))amino]ethyl}amine and 1 mmol of acetic anhydride were stirred at room 
temperature for four hours in THF. The reaction mixture was concentrated in vacuo and 
diluted with water and ethyl acetate. The solution was extracted three times with ethyl 
acetate, dned over sodium sulfate, and purified by column chromatography eluting with 5- 
1 0% methanol/methylene chloride. 

, G. Hr2-({2-r(6-ammo-5-nit ror2 -py^ A _ 
^chlorophenvnpvrirmdm-5-v1]ammoleth a ne-T.th,-nn^ 

1 mmol of N-[2-({2-[(6-ajmno-5-mtro(2-pyridyl))ammo]em y l}anu^^ 
dicWorophenyl)pyrimidin-5-yl] a cetamide and 2 mmol of Lawesson's reagent were stirr'ed 
in 2 ml of DME at 80°C The reaction mixture was concentrated in vacuo and diluted with 
water and ethyl acetate. The solution was extracted three times with ethyl acetate dried 
over sodium sulfate, and purified by column chromatography eluting with 5-10% 
35 methanol/methylene chloride. 



30 
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H. r5-((l Z)- 1 -aza-2-moir>holin-4-ylprop- 1 -enyl)-4-(2,4-dichlorophenvl)pyriniidin-2-vl1 (2- 
r(6-amino-5-nitro(2-pyridyl))a3nino1ethvl> amine 

1 mmol of 1 - { [2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl } amino)-4-(2,4- 
dicMorophenyl)pyrimidin-5-yI]amino} ethane- 1-thione was heated to 90°C in morpholine 
5 and purified by column chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 9.75min. (100% purity) 
MS: MH + = 546.3 

Example 263 

Preparation of {2-r(6-amino-5-ni1ro(2-pyridyl))amino1ethylU6-(2,4-dichlorophenyl)-5- 
10 nitro(2-pyridyl)1amine 



O 




ii 
O 



A. 2-(2,4-dichlorophenyl)-6-chloro-3-nitropyridine 

1 mmol 2,6-dichloro-3-nitropyridine, 1.05 mmol of 2,4-dichlorobenzeneboronic 
acid, and 3 mmol of Na 2 C0 3 , were dissolved in 1.5 ml THF and 0.5 ml water and purged 
1 5 with nitrogen. 0.05 mmol of [ 1 , 1 *-Bis(diphenylphosphino)-ferrocne]dichloropalladium(n) 
was added to reaction and stirred at room temperature under nitrogen for fourteen hours. 
The reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. 
The solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
purified by column chromatography eluting with 10% ethylacetate 90% hexanes. 

20 B . (2-aminoethyl)(6-aimno-5-nitro(2-pyridyl))ainine 

1 mmol of 2-amino-6-chloro-3-nitropyridine and 15 mmol of 1,2-diaminoethane 
were stirred at reflux for fourteen hours. The reaction mixture was concentrated in vacuo 
and solution of 1.5 mmol of NaOH in water was added. This solution was extracted twice 
with 95%/ 5% methylene chloride/ methanol. The aqueous was then saturated with salt and 

25 extracted twice with 95%/ 5% acetonitrile/ methanol and then finally extrated twice with 
95%/ 5% ethylacetate/ methanol. All organic fractions were combined and dried over 
sodium sulfate. 

C. {2-r(6-amino-5-nitro(2-pyridyl))amino1ethyl> r6-(2,4-dichlorophenyl)-5-nitro(2- 
pyridyDlamine 

30 1 mmol of 2-(2 5 4-dicMorophenyl)-6-chloro-3-nitropyridine was taken with 2 mmol 

of (2-aminoethy])(6-amino-5-nitro(2-pyridyl))amine and 3 mmol of N,N- 
diisopropylethylamine in 2 ml of DMF at 80°C for two hours. The reaction mixture was 
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concentrated in vacuo and diluted with water and ethyl acetate. The solution was extracted 
three times with ethyl acetate, dried over sodium sulfate, and purified by column 
chromatography eluting with 5-10% methanol/methylene chloride. 
HPLC: 8.698min. (100% purity) 
5 MS: MH + = 464.1 

Example 264 

Preparation of 6-r2-((2-f (6-ammo-5-mtroa-pyridvn)ammolemvl>anuno)-4-(2.4- 
dicMorophenvnpv rmridm-5-vll-3-pyrrolmor3,4-b1pvridine-5,7-dione 




CI 



10 A. 2-r2-(2. 4-dichlorophenvl)-2-oxoethvnisoindoline- 1 ,3-dione 

1 mmol of 2,4-dichlorophenacyl chloride in DMF was added drop wise to 2 mmol 
of phthalimide and 2 mmol of Cs 2 C0 3 in DMF at room temperature for fourteen hours and 
then the reaction mixture was concentrated in vacuo and diluted with water and ethyl 
acetate. The ethyl acetate layer was concentrated and then purified by trituration with 

15 diethyl ether. 

B. 2- {2-(2,4-dichlorophenv l)-l -r(dimemylammo)memvlenel-2-oxoemvl)isoindoline- 1 .3- 
dione 

1 mmol of 2-[2-(2,4-dichlorophenyl)-2-oxoethyl]isoindoUne-l,3-dion was heated to 
80°C in neat N,N-dimemylformamidedimethyl acetal for six hours. The reaction mixture 
20 was concentrated in vacuo and purified by trituration with diethyl ether. 

C. 2-{N-r2-({2-r(6-ainmo-5-Mtror2-pvridvD^ 
dicMorophenvn pyriniidin-5-vllcarbamovUbenzoicacid 

1 mmol of 2-{2-(2,4-dicmorophenyl)-l-[(dimemylamino)methylene]-2- 
oxoethyl}isoindoline-l,3-dione, 1 mmol of anrino{2-[(6-animo-5-mtro(2-pyridyl))anuno]- 
25 ethyl}carboxamidine, and 3 mmol of Cs 2 C0 3 were dissolved in DMF and heated to 90°C 
for fourteen hours. The reaction mixture was concentrated in vacuo and diluted with water 
and ethyl acetate. The solution was extracted three times with ethyl acetate and dried over 
sodium sulfate. 
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D. 2-f2-( {24(6-amino-5-nitro(2-pyridyl» 
dicMorophenvl)pyrimidin-5-yl1isoiiidoline- 1 ,3-dione 

1 mmol of 2-{N-[2-({2-[(6-amino-5-nitro(^^ 
dicUorophenyl)pyrimidin-5-yl]carbamoyl}benzoic acid was heated to 120°C in glacial 
5 acetic acid for four hoursand then concentrated in vacuo. 

E. r5-amino>4-(2,4-dicMorophenyl)pyrii}iidin-2'-yl1 f 24(6-amino-5-nitro(2- 
pyridyl))amino1ethyl) amine 

1 mmol of 2-[2-({2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}amino)-4-(2,4- 
dichloropheny^pyrimidin-S-yyisoindoline-l^-dione and 20 mmol of hydrazine were 
10 stirred methanol at 75°C for two hours and then purified by column chromatography 
eluting with 5- 1 0% methanol/methylene chloride. 

F. 6-r2-({2-r(6-amino-5-mtro(2-pyridy 
dicMorophenyl)pyiimidin-5-yl1-3-pw 

1 mmol of [5-amino-4-(2,4-dichlorophenyl)pyrimidin-2-yl] {2-[(6-amino-5-nitro(2- 
15 pyridyl))amino]ethyl} amine, and 2 mmol of furano[3,4-b]pyridine-5,7-dione were stirred 

at room temperature for four hours. 2 mmol of HBTU, and 3 mmol of N,N- 

diisopropylethylamine were added to solution and left for six hours at room temperature. 

The reaction mixture was concentrated in vacuo and diluted with water and ethyl acetate. 

The solution was extracted three times with ethyl acetate, dried over sodium sulfate, and 
20 purified by column chromatography eluting with 5-10% methanol/methylene chloride. 

HPLC: 7.829min. (97.32% purity) 

MS: MH + = 566.0 

Example 265 

Screening for GSK3 Inhibitory Activity Using a Cell-Free Assay 
25 Pyrimidine and pyridine compounds of the present invention were dissolved in 

DMSO, then tested for inhibition of human GSK3p (the nucleotide sequence for human 
GSK3p appears in GenBank under Accession No. L33801). Expression of GSK30 is 
described, for example, in Hughes et al., Eur. J. Biochem., 203:305-11 (1992), which is 
incorporated herein by reference. 
30 An aliquot of 300 ^1 of substrate buffer (30 mM tris-HCl, 10 mM MgCl 2 , 2 mM 

DTT, 3 ^g/ ml GSK3P and 0.5 jjM biotinylated prephosphorylated SGSG-linked CREB 
peptide (Chiron Technologies PTY Ltd., Clayton, Australia) was dispensed into wells of a 
96 well polypropylene microtiter plate. 3.5 jlxI /well of DMSO containing varying 
concentrations of each compound to be assayed or staurosporine (a known kinase inhibitor 
35 used as a positive control, or a negative control (i.e., DMSO only), was added and mixed 
thoroughly,. The reactions were then initiated by adding 50 fil/well of \\iM unlabeled 
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ATP and 1-2 x 10' cpm labeled ATP, and the reaction was allowed to proeeed for 
about tbree hours at room temperature. 

While the reaction was proceeding, streptavidin-ooated Labsystems "Combiplate 8" 
capture plates ^absystems, Helsinki, Finland) were Mocked by incubating them with 300 
■ Pl/we.l of PBS containing 1% bovine actum albumin for a, leas, one hour a, mom 
temperature. The blocking solution was men removed by asphation, and the capture plates 
were filled with 100 pl/well of stopping reagent (50 pM ATP/20 mM EDTA) 

When tine three hour enzyoe reaction waa finished, triplicate 100 pi aliquots of 

21 'ZTZ trmSfe ' red *° *~ WeUS «**-. — weti on ' 

each of me titree capture plates, and the well contents were mixed well. After one hour at 

mom temperature, the wells of the capture plates were emptied by aspiration and washed 
five times usmg PBS and a 12 channel Coming 430474 ELISA plate washer. Finally, 200 
pi of M.croscmt-20 scintillation fluid was added to each well of the plate. Theplate were 
coated wtth p,a.e scale., men left on a shaker for 30 minute. Each capmre p.ate was 
conn ed m a Packard TopCount scintillation counter (Meridian, Connecticut) and the 
results were plotted as a ftmction of compound concentration: 

Compounds of the present invention were then screened for inhibitory activity 
agamst GSK3 according to mis assay. The following compounds exhibited IC 5 „s of 10 pM 
or less wuh respect to OSK3 in this cell-free assay: (4-phenylpyrimidin-2-yI)( 2 .(2- 
pyndy )efty,)amine, (4-pneny,pyrimid m -2- yI )r2-^^ [2 . (2 . 

pvndylam I no)emyl)(4K3-pyridyl )py rimidm-2-yl)amine, 4-{2-[(2-(2- P yrid y l)em y l). 
ammoto^dm-^benzene^^^ 

yDbcnzanude, ^{H(3-™4™U5-yl^ 1} ^ 0]pyM ^ yl}beB2 ^ ^OM. 
pyndylammo^ 

pynd^))ammo]em y I>ammo)pyrimidme-5^art,oxylic acid, 4-(2- { [(3-methyl P henyl> 
m '*yU™°}P^dta-4- y l)b^ 

pynm.dm^yObenzamideaS-emyl^phcny^yrW 

amine, ^2-([(5-mem y lpyra2m-2-yI)memyl]ammo)pyrinndm-4-yl)benzam^ 4-(2-r(3- 
ph M oxypropyl)antino]pyrin.idin-4-yl)phenol, 4-{2-((3-toida 2 olylpmpyl)aminol- 
p^dm-4-yl}benza J nide,[4-(3,4-mfluorophenyl)pyrinndm-2- y n^ 

examine, 4K2-{[(4-cyanophenyl)mcmyl]ammo) P yrinndm-4-yl)ben 2 amide 4-12-1(2 
P^^anurrofc^ 

y l)bcnzam,de, 4<2-{[2K4-fluorophen y l)em y l]annn„)p y rinndm-4- y l)ben 2 amide, [2-(2 5- 

2^T™T (3 "^ dy,)p ^ to - 2 - yl)mine - 

2-yl][2<2-pyndylannno)emyl]amine,(2-((5-mfro(2. p ^^ 
ylp^dm^amine, ethyl Hl.tary^^-pyniyl^yl^o^y^^. 

carboxyla,e,4K2- { [(3-chlo ro phenyl)mcttyI)amtaoipyrirnidm-4-yl)ben^ [4 -(4- 
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chlorophenyl)-5-methylpyrinud 4- {2-[(3- 

ben2imidazolylpropyl)amino]pym 4- {2-[(4-phenylbutyl)amino]- 

pyrimidin-4-yl }benzamide, 4-(2- { [2-(3-methoxyphenyl)ethyl]anrino} pyrimidin-4-yl)- 
benzamide, 4-{2-[(3-phenoxypropyl)amino]pyri^ 4-(2-{[(3-nitro- 
5 phenyl)methyl]ammo}pyri^ 4-[2-({2-[(5-nitro-2-pyridyl)- 

amino]ethyl}amino)pyrimi^ 3-[2-({2-[(5-nitro-2-pyridyl)amino]ethyl}- 
amino)pyrimidin-4-yl]phenol, 4-(2- {[2-(3-cUorophenyl)ethyl]aiiiino}pyrimidin-4- 
yl)benzamide, 4-{2-[(naphthylmethyl)amino]pyrm^ [5-(4-fluoro- 
phenyl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino] ethyl} amine, 4-(2- { [3 -(4-chloro- 
1 0 phenoxy)propyl] amino } pyrimidin-4-yl)phenol, [4-(4-imidazolylphenyl)pyriinidin-2-yl] [2- 
(2-pyridylamino)ethyl]amine, 4-(2- {[3-(2-aminobeii2imidazolyl)pro^ 
4-yl)phenol, 4-(2- {[2-(2,5-dimethoxyphenyl)ethyl]a 

carbonitrile, [4-(2,4-dichlorophenyl)pyrimidin-2-yl][2-(2-pyridylamino)ethy 3-[2- 
( {2-[(5 -nitro-2-pyridyl)amino] ethyl} amino)pyrimidin-4-yl]benzenecarbonitrile 3 4-(2- { [3- 

1 5 (3-methyIphenoxy)propyl]ainino}pyrimidin-4«yl)benzamide, 4- {2-[(2-(2H-benzo[3 ,4- 
d] 1 3"dioxolen-5-yl)ethyl)ainino]pyrimidin-4-yl}benzamide 5 4-(2- {[2-(4- 
nitxophenyl)ethyl]amino}pyr^ 4-(2- {[(2 5 6-dimethoxyphenyl)- 

methyl]amino}pyrimidin-4-yl)benzamide, 4-(2- {[(3,4-dimethoxyphenyl)methyl]amino}- 
pyrimidin-4-yl)benzamide, [2-({2-[(5-nitro(2-pyridyl))amino]efliyl} amino)pyrimidin-4- 

20 yl]benzylamine, ethyl 4-(4-fluorophenyl)-2-[(2-(2-pyridyl)ethyl)amino]pyrimidine-5- 
carboxylate, [4-(2,4-dime1%l(l,3-tWazol~5-yl))^ 

amino]ethyl} amine, [4-(4-methyl-l -phenylpyrazol-3-yl)pyrimidin-2-yl][2-(2-pyridyl- 
amino)ethyl]amine, 4-[2-({[3-(trifluoromethyl)pheny^^ 

benzamide, 4- [2-( { [4-(trifluoromethyl)phenyl]methyl } amino)pyrimidin-4-yl]benzamide, 4- 
25 (2-{[(3,5-dichlorophenyl)methyl] 4-{2-[4- 

benzylpiperazinyl] pyrimidin-4-yl}benzamide, 4-(2-{[(2,4-dichlorophenyl)methyl]- 
amino}pyrimidin-4-yl)benzamide 5 ethyl 4-(4-cyanophenyl)-2-[(2-(2-pyridyl)ethyl)amino]- 
pyrimidine-5-carboxylate, [2-(2-pyridylamino)ethyl] {4-[4-(trifluoromethoxy)- 
phenyl]pyrimidin-2-yl} amine, (6-[(2-methoxyethyl)amino]-5-nitro(2-pyridyl)} {2-[(5- 
3 0 nitro(2-pyridyl))amino] ethyl } amine, 4-(2- {[3-(3-methoxyphenoxy)propyl]- 
amino}pyrimidin-4~yl)benzarriide, ethyl 4-(4-methoxyphenyl)-2-[(2-(2- 
pyridyl)ethyl)amino]pyrimidiae-5-carboxylate, [(3 -methylphenyl)methyl] [2-( {2~[(5-nitro- 
(2-pyridyl))amino] ethyl} amino)pyrimidin-4-yl] amine, 4-(2- { [3 -(4-phenylimidazolyl)- 
propyl]amino}pyrimidin-4-yl)beiizenecarbonitrile, 4- {2-[(3-benzimidazolylpropyl)- 
35 amino]pyrimidin-4-yl}-2-chlorophenol, 4-[2-({3-[4-(2,4-dichlorophenyl)imidazolyl]- 
propyl} amino)pyrimidin-4-yl]benzamide, 4-[2-( {3-[4-(3-methoxyphenyl)imidazolyl]- 
propyl} amino)pyrimidin-4-yl]benzamide, (3-benzimidazolylpropyl)[4-(4-imidazolyl- 
phenyl)pyrimidin-2-yl]amine, N- {4-[2-( {2-[(5-nitro-2-pyridyl)amino] ethyl} amino)- 
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({[4-(4-fluorophenyl)phenyl] methyl }anuno)pyrimidm-4-yl]benzaimde A-{2-{[Q. 
bromophenyl)^^^^ ^{[^({S-nitr^-tbenzylamino]- 
- 2 -P3-dyl}an^o)e % l]andno} P yrid me -3-carbonitrile,e^ 

(pynm.chn-2-ylammo) eaiylJammoJpyrimidine-S-caiboxylate, 4-{2-[4-(2- m ethoxy- 
phenyl) p i P erazinyl] pyrimidin-4-yl}benzamide, ^-{p-CbenzothiazoW-ylamino)- 
ethyljanmolpyrixnidin^benzamide, ethyl 4-(3-nitrophenyl)-2-[(2-(2-pyridyl)ethyl)- 
^no^dine-5-c^boxylate, 6- me thyl-2-( 

4-ph e nyl pymm dine-5-carboxylic acid, ^^-^^-diphenylethyOammo^yrhmdin^yl}- 
benzamide, ^2- {[(3 ^-trimethoxyphe^^ 

methyl 2-({2-[(5-mtro(2-pyridy»^ ' 
<^°*^^^^ 

4-[2-({[4-(3-ammophenyl)phenyl]methyl} am ino)pyrhmdin^ 

naphthyloxtfpropy^^ 4- { 2-[(3-(6-quinolyloxy)propyl) - 

am^o pynxnidm^benzamide, [(3-chloro P henyl)n^^^ . 
anuno ethyl}ammo)pyri m idin-4-yl]amine, ^chlorophenyDmethy^p-C^-KS-nitror^ 
pyndyl) )a n^o]ethyl}a m ino)pyrimidin-4-yl]anune, ethyl 4-(4-cyanophenyip.{r 2 -r3- 
methoxyphenyl)ethyl]amino}pyri m idme-5-carboxylate 5 ethyl 2-({2-[(5-amino(2- 

f jjf ^ ethyl 4- 
[2-({2-[(5-mtro-2-pyridyl)aimno]ethyl}ami n o)pyrimidin-4-yl^ ethyl 4-0- 
-^yl)-2- {[ 2-(2-pyridylanuno)^ 

{2-[(2-(2- P yridyl)ethyl)anrino]pyrimidin-4-yl}phenyl)c^ 

({2-[(5-mfro(2- P yridyl))an^ 4-rWfl3-fl 
memoxyphenyl)ph en yl] me thyl}anuno)pyrimidin-4-yl]benzaxm 

pyndyl)anm 1 o]ethyl}an 1 mo)pyri m idm-4-yl]b e n Z enes 4-(2-{[3-(2 4-dichloro- 

phenoxy)propyl]ammo}pyrimidin-4-yl)benzamide, 4-(2-{[3-(3,4-dichlorophenoxy) - 
propyI]anuno} Py rimidm-4-yI)ben2amide, 4-(2-{ [ 3-(3-phenyIphenoxy)propyl] - 
ammo} P yrimidm-4-yl)benzan 1 ide 3 4-(2-{[(3-{3-[(me%lai^^^ 
Fhenyl^ethyljammo}^^^^!^^, ethyl 4-(3-fluorophenyl)-2<{2-^ 
m^-pyridyl^axnmolethyUamino^yri^dme-S-caA 
pynxmdin^-yljp^-pyridyl^ethyl]^ 

phenylpynnudin^yljphenol, 4^4hHcUo^^ . 

ethyl}ammo)pynmidme-5-c^bomtrile,4-(3,4-dicMoropheny^^^ 
pyndyl))a m u 1 o]ethyl}an^o)pyri m idme-5-c^boni^ 
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(e1hoxycarbonyl)pyrimidin-2-yl] amino }ethyl)amino]pyridine-3-carboxylic acid, ethyl 4-(3- 
cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate :i 
[(3,5-dichlorophenyl)methyl][2-({2-[(5^ 

yljamine, [(2,4-dichlorophenyl)methyl][2-( {2-[(5-nitro(2-pyridyl))amino]ethyl } amino)- 
5 pyrimi din-4-y 1] amine, ethyl 4-(4-carbamoylphenyl)-6-ethyl-2-{[2-(2-pyridylamino)ethyl]- 
amino}pyrimidine-5-carboxylate ? ethyl 4-(4-carbamoylphenyl)-6-ethyl-2-{[2-(pyriinidin-2- 
ylainino)ethyl]amino}pyrijnddine-5-carboxylate ethyl 4-(3,4-dimethylphenyl)-2-({2-[(5- 
nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate, N-(2-methoxyethyl) {4-[2- 
({2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidin-4-yl]phenyl}carboxamide, 4- {2- 
10 [({3-[3-(acetylamino)phenyl]phenyl}methyl) amino]pyrimidin-4-yl}benzamide, ethyl 4-(4- 
cyanophenyl)-2-{[2-(2-quinolylamino) ethyl]amino}pyrimidine-5-carboxylate, 4-[2-({[3,5- 
bis(tri£luoromethyl)phenyl]methyl}an^ ethyl 4-(2,4- 

difluorophenyl)-2-({2-[(5-nitro^ 

(4- { [(3 -bromophenyl)methyl] amino } pyrimidin-2-yl) {2- [(5 -nitro(2-pyridyl))amino] ethyl } - 

15 amine, 2-({2-[(6-amino-5-nitro(2-pyndyl)) amino]ethyl}amino)-4-(3,4- 

dicUorophenyl)pyrimidine-5-carboiiitrile,methyl 6-[(2- { [4-(4-cyanophenyl)-5-(ethoxy- 
carbonyl)pyrimidin-2-yl] amino} ethyl)amino]pyridine-3-carboxylate, 4- {2-[({3-[3- 
(trifluoromethyl)phenyl] phenyl}methyl)amino]pyrimidin-4-yl}benzamide, [4-(4- 
benzimidazolylphenyl) pyrimidin-2-yl] {2-[(5-mtro(2-pyridyl))amino]etiiyl}amine : ,ethyl 2- 

20 ( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(3-mtrophenyl)pyrimidine-5-carboxylate, 
ethyl 4-naphthyl-2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)pyrimidine-5-carboxylate 5 
ethyl 2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(3-quinolyl)pyrimidine-5- 
carboxylate, ethyl 4-(4-cyanophenyl)-2-[(2-{[5-(N-ethylcarbamoyl)(2-pyridyl)]amino}- 
ethyl) amino]pyrimidine-5-carboxylate, benzyl {[4-(2-{[2-(2-pyridylamino)ethyl] - 

25 amino}pyrimidin-4-yl)phenyl]sulfonyl}amine, ethyl 4-(4-cyanophenyl)-2-[(2-{[6- 

(methylamino)-5-nitro(2-pyridyl)]amino} ethyl)amino]pyrimidine-5-carboxylate, {4-[2- 
( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl} -N-(oxolan-2- 
ylmethyl)carboxamide, N-(l -carbamoyl-2-phenylethyl)[4-methyl-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl} amino)pyrimidin-5-yl]carboxamide, N-(l -carbamoyl-2-phenyl- 

30 ethyl)(4-{2-[(2-(2-pyridyl)ethyl)amino]pyrimidin-4-yl}pheny ethyl 4-(3,4- 

dimethoxyphenyl)-2-( {2- [(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5- 
carboxylate, {4-[2-({2-[(5-nitro(2-pyridyl))ai^ 

benzylcarboxamide, {4-[2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)pyrimidin-4- 
yl]phenyl}-N-(3-pyridylmethyl)carboxamide, {4-[4-(4,5-dichloroimidazol-2-yl)phenyl]- 
35 pyrimidin-2-yl} {2-[(5-nitro(2-pyridyl))amino]ethyl}amine, ethyl 4-(4-butoxyphenyl)-2- 
({2-[(5-nitro(2-pyridyl))amino]ethyl}amino)pyrimidine-5-car^ ethyl 4-{[(2- 

chlorophenyl)methyl] amino } -2-( {2-[(5-mtro(2-pyridyl))amino]ethyl} amino)pyrimidine-5- 
carboxylate, 6-(2-fluorophenyl)-2-( {2-[(5-nitro(2-pyridyl)) amino]ethyl} amino)-4~phenyl- 
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pyrimidme-5-carboxylic acid, {4-[2K{2.[(5-nit ro (2-pyrid y l))ami M ,j et h 5 ,l }am i n o)- 
pymmdm-^ylJphenylJ-N^-thienylmethyDOTboxamide, ethyl 2-({2-[(5-mtroP 

ethyl ^P^^).^^^ -*»]^}-rt„) wltai di 1 »i. 

TT ^[^(^-m^-pyridylMandnoJe^Jamtao^ynmidini 
5-mtro(2-pyndyl)){2-[(5-mto(2-pyridy!)) aminojethyljamine, ethyl 4-(4- 

carboxylate, ethyl HH^yl^pi^.^.^^ 
™»^tae-5K=arboxyl^^ 

actd ^ethy a Ka-KSHtt^-pyridylBantino] eftyDamino^phenytphenyDp^L 

pyndyl))am mo ]ethyl}at^o)pyrinddin^ylJphenyl}carhoxa m ide,N. [ (i 
fluoropheayljmethyl]^^ 

pheny carhoxaoude, ethyl 2<<2-r ( s. n i^2.py ri dyl))a I ^^ 

Pheny^pynmdme-S^^ 

R^yl>)a™]efhyl}a^^ 

ethyl 4- fy^^m>2 < {2- K 5-^2^ m) ^j^ yl} ^y p ^^ 
caxboxytale, N<3 hnidazOylpropy,, W M » lffldW1- ^ 1 

Pynmidm-4-yl]phenyl}caAoxamide, tert-butyl 6-[(2-{[4-(4-cyano P henyl)-5- 
( e *°*y^onyl)pyrirri^^ 

b ™™Ph»yl>methyIX4M2-^ 

carboxamide, ethyl 4-[(2 ; 4-diehl„rophe„y 1 ) anino>2<{2 . [(5 . nitro(2 
ethynammOpyrimidine-S-earboxylate, ethyl 4-(4-0aAamoylphe O yl)-6.ethyl-2-((3-rrs 
mtr<X2-pyndyl))amfao] propyl }ammo)pyrimidme-5-carboxylate, {4-[2-({2.[(5- n itrof2 
PyndyTOaminoJeUtylla^^^ 
carboxanude N-^^ 

anuno pynrmdm-4-yI] phe ny l } carboxamide, 2< {H (5-^2-pyridyl))a n to ] e t hyl}- 
ammoH^mtropheoyl^phenylpyrteudine-S-carboxyhc add, 2-({2-[(5.aitro(2- 

ethyl)am m o]py Imi di I ,e-5-carboxyla te , ethyl 4^y m ophe ny l)-2- K 2- { [5-( In orpholm^ 
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ylcarbonyl)(2-pyridyl)]amino} ethyl)amino]pyrimidine-5-carboxylate, N-[(3- 
cMorophenyl)metliyl]{4-[2-({2-^ 

phenyl} carboxamide, N-[(3,4~difluorophenyl)methyl] {4-[2<{2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino) pyTimidin-4-yl]phenyl} carboxamide, ethyl 4-[4-(4- 
5 methylpiperazinyl)phenyl]-2-({2-[(5-ru^^ 

carboxylate, 4*cyclohexyl-2-({2-[(5-nitro(2-pyridyl))aniino]ethyl}ainino)-6-(4- 
nitrophenyl)pyrimidiDe-5-carboxylic acid, {4-[2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl} amino)pyrimidin-4-yl]phenyl}^ 

methyl]carboxamide, ethyl 4-{[(3-bromophenyl)methyl]amino}-2-({2-[(5-nitro(2- 

1 0 pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate, N-[(3-bromophenyl)methyl][4-(2- 
{[2-(3-methoxyphenyl)ethyl]amino}pyrimidin-4-yl) phenyl]carboxamide, N-(naphthyl- 
methyl){4-[2-({2-[(5-nitro(2-pyridyl)) amino] ethyl }amino)pyrimidin-4-yl]phenyl}- 
carboxamide, 4-(3-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-6-(4- 
nitrophenyl)pyrimidine-5-carboxylic acid, N-[(3,4-dimethoxyphenyl)methyl] {4-[2-({2-[(5- 

1 5 nitro(2-pyridyl))amino] ethyl} amino)pyrimidin-4-yl]phenyl}carboxamide 5 N-[(2,3- 

dimethoxyphenyl)methyl] {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin-4- 
yl]phenyl} carboxamide, 4-(4-methoxyphenyl)-2-({2-[(5-rdtro(2-pyridyl))amino]ethyl}- 
aniino)-6-(4-nitrophenyl)pyrimidine-5-carboxylic acid, N-[(3-bromophenyl)methyl] {4-[2- 
({2-[(6-methoxy(2-pyridyl))amino] ethyl} amino) pyrimidin-4-yl]phenyl} carboxamide, {4- 

20 [2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidin-4-yl]phenyl}-N-{[3-- 

(trifluoromethyl)phenyl]methyl}carboxamide, N-[(3,5-dichlorophenyl)methyl]{4-[2-({2- 
[(5-nitro(2-pyridyl))amino]ethyl}amino)pyriirddin-4- N-[(3,4- 
dichlorophenyl)methyl] {4-[2-({2-[(5-rdtro(2-pyridyl))aniino]ethyl} amino)pyrimidin-4- 
yl]phenyl}carboxamide, ethyl 4-(4-cyanophenyI)-2-{[2-({5-nitro-6-[benzylamino](2- 

25 pyridyl)}amino)ethyl]amino}pyriiiiidine-5-carboxylate, ethyl 4-[3,5-bis(1rifluoromethyl)- 
phenyl]-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate, 4,6- 
bis(4-nitrophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylic 
acid, [4-(2- {[2-(2,5~dimethoxyphenyl)e1lLyl]amm^ 

bromophenyl)methyl] carboxamide, 2-({2-[(5-mtro(2-pyridyl))amino]ethyl}ainino)-4-(3- 
30 nitrophenyl)-6-(4-ni1rophenyl)pyrimidine-5-carboxylic acid, N-[(3-bromophenyl)- 

methyl] {4-[2-({2-[(4-mtrophenyl)amino]ethyl} amino)pyriinidin-4-yl]phenyl} carboxamide, 
N-[(3-bromophenyl)methyl] {4-[2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin- 
4-yl] phenyl} carboxamide, N-[(4-bromophenyl)methyl]{4-[2-({2-[(5-nitro(2-pyridyl)) - 
amino]e1±iyl}amino)pyriiiiidin-4-yl]phenyl}carboxainide^ (4-[2-({2-[(5-nitro(2-pyridyl))- 
35 amino]ethyl} amino)pyrimidin-4-yl]phenyl} -N-[(4-sulfamoylphenyl) methyl] carboxamide, 
N-[2-(2,4-dichlorophenyl)ethyl] {4-[2-({2-[(5-nitro(2-pyridyl)) amino]ethyl}- 
amino)pyrimidin-4-yl]phenyl} carboxamide, N-[(3-bromophenyl)methyl][4-(2-{[2-(2- 
quinolylamino)ethyl]amino}pyrimidin-4-yl)phenyl]carbo^ 2-( {2-[(5-nitro(2- 
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pyridyl))ammo]emyl}ammo)-6-(4-mtrop^ 

acid, N-(2,2-diphenylethyl) {4-[2-({2-[(5-nitro(2-pyridyl))amino]ethyl}amino) pyrimidin- 

4- yl]phenyl}carboxamide,N-[(3-bromophenyl)methyl]{4-[2-({3-[(5-nitro(2-pyridyl))- 
amino]propyl}amino)pyrimidin-4-yl]phenyl}carboxamid {4-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))ammo]emyl}ammo)pyriimd^ methyl] - 
carboxamide, 2-({2-[(5-nitro(2-pyridy^ 

(Mfluoromemyl)phenyl]pyrimidine-5-caiboxylic acid, N-[(3-bromophenyl)methyl] (4-{2- 
[(2-{[5-(trimioromemyl)(2-pyridyl)]an^^ 

carboxamide, [(3-bromophenyl)methyl]( {4-[2-({2-[(5-nitro(2-pyridyl))amino]ethyl} - 
aiiimo)pyrimidm-4-yl]phenyl}siUfonyl)amiDe, and N-[(3-iodophenyl)metbyl] {4-[2-({2-[(5 
nitro(2-pyridyl))amino]ethyl} ammo)pyrimidin-4-yl]phenyl} carboxamide, 1 -[2- {[2-( {6- 
ammo-5-fcydroxy(oxido)airuno]-2-pyrid 

5- pyrimidmyl]-2-piperazinone, l-[2-{[2-({6-amino-5-[hydroxy(oxido)amino]-2- 
pyridinyl}anmio)emyl]ammo}-4-(2,4-dicmorophenyl)-5-pyrimidm 
piperazinone, l-[6-{[2-({6-ammo-5-(>ydroxy(oxido)anmio]-2-pyridmyl}amino)ethyl]- 
amino } -2-(2,4-dichlorophenyl)-3 -pyridinyl]-4-methyl-2-piperazinone, 1 -[2- {[2-( {6-amino- 
5-|>ydroxy(oxido)ammo]-2-pyridmyl}ammo)e^ 

pyrimidiiiyl]-4-methyl-2-piperazmone, 6-[(2-{[6-(2,4-dichlorophenyl)-5-(4-methyl-2-oxo- 
1 -piperazmyl)-2-pyridinyl]amino} emyl)amino]nicotmonitrile, 1 -[6- {[2-( {6-amino-5- 
[hydroxy(oxido)ammo]-2-pyridinyl}ammo)emyl]ammo}-2-(4-emylphenyl)-3-py^ 
memyl-2-piperazmone,6-[(2-{[6-(4-emylphenyl)-5-(4-memyl-2-oxo-l-piperazinyl)-2- 
pyridinyljamino} efhyl)amino]nicotinonitrile, 6-( {2-[[6-(4-ethylphenyl)-5-(4-methyl-2-oxo 
l-piperazmyl)-2-pyridinyl](memyl)ammo]emyl}ammo)nia)tmomtt^ 6-[(2-{[4-(2,4- 
dicmorophenyl)-5-(4-methyl-2-oxo-l-piperazmyl)-2-pyrimidmyl]ammo}emyl)amm 
nicotinonitrile, l-[6- {[2-({6-ainmo-5-[hydroxy(oxido)ammo]-2-pyridmyl}ammo)etiiyl3- 
ainmo}-2-(2,4-difluorophenyl)-3-pyridmyl]-4-memyl-2-piperazmone,4-[6-{[2-({6-armno- 
5-[hydroxy(oxido)amino]-2-pyridinyl} amino)ethyl]amino} -3-(4-methyl-2-oxo- 1 - 
piperazinyl)-2-pyridiny]]benzonitrile, 1 -[6- {[2-( {6-anuno-5-[hydroxy(oxido)amino]-2- 
pyridmyl}amino)emyl]animo}-2-(2,4-dicWorophenyl)-3-pyridinyl]-4-isopropyl-2- 
piperazinone, 1 -[6-{[2-({6-ainmo-5-[hydroxy(oxido)ammo]-2-pyridmyl}amino)emyl]- 
amino} -2-(2,4^cMorophenyl)-3-pyridinyl]-4-ethyl-2-piperazinone, 1- {6- {[2-( {6-amino- 
5-|>ydroxy(oxido)ammo]-2-pyridmyl}ammo)emyl]anmio}-2-[2-(trifluoro^ 
3-pyridinyl}-4-methyl-2-piperazinone, l-[6-{[2-({6-aniino-5-[hydroxy(oxido)amino]-2- 
pyridmyl}animo)emyl]ammo}-2-(2-bromophenyl)-3-pyridmyl]-4-memyl-2-pipera^^ 
l-[6-{[2-({6-ammo-5-|^ydroxy(oxido)ammo]-2-pyridmyl}armno)propyl]aim^ 
dichlorophenyl)-3-pyridinyl]-4-methyl-2-piperazinone, l-[6-{[2-({6-amino-5-[hydroxy- 
(oxido)animo]-2-pyridinyl} ammo^ 

methyl-2-piperazinone, l-[6-{[2-({6-ammo-5-[hydroxy(oxido)animo]-2-pyridmyl}amino)- 
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1 -methylethyl]amino}-2-(2 > 4-dicMorophenyl)-3-pyridinyl]-4-m 1 -[6- 

{[2-({6-amino-5-[hydroxy(oxido)ai^ 

(2 3 4-dicMorophenyl)-3-pyridinyl]-4-me1hyl-2-piperazinone, l-[6-{[2-( {6-amino-5- 
I>ydroxy(oxido)amino]-2-pyridinyl } amino)- 1 , 1 -dimethylethyI]amino } -2-(2,4-dichloro- 
5 phenyl)-3-pyridinyl]-4-methyl-2-piper^^ 

amino]-2-pyridinyl } amino)ethyl] [2-( 1 -pyiTolidinyl)ethyl]amino}-2-(2 > 4-diclilorophenyl)- 

3- pyridinyl]-4-methyl-2-piperazinone, l-[6-[3-( {6-amino-5-|^ydroxy(oxido)amino]-2- 
pyridinyl} amino)propyl]-2-(2,4-dic^^ 1 - 
[6-[[2-( {6-amino-5-|>ydroxy(oxido)amino]-2-pyridinyl} amino)ethyl](methyl)amino]-2- 

1 0 (2,4-dichlorophenyl)-3-pyridinyl]-4-methyl-2-piperazinone, 1 -[6-[2-({6-amino-5- 
Piydroxy(oxido)amino]-2-pyridinyl^ 

methyl-2-piperazinone, l-[6-{[2-({6-amino-5-frydroxy(oxido)amm^ 
ethyl]amino}-2-(2,4-dichlorophenyl)-3-pyridinyl]-4-methyl- l-[6-{[2-({6- 
amino-5-[hydroxy(oxido)amino]-2-pyridin^ 

1 5 amino } -2-(2,4-dichlorophenyl)-3 -pyridinyl]-4-methyl-2-piperazinone ? 1 -[6- { [2-( {6-amino- 
5-[hydroxy(oxido)amino]-2-pyridinyl } amino)ethyl] amino } -2-(2,4-dichlorophenyl)-3- 
pyridinyl]-2-piperazinone, 1 -[6- {[2-( {6-amino-5-[hydroxy(oxido)ainino]-2-pyridinyl} - 
amino)ethyl]amino} -2-(2 5 4-dichlorophenyl)-3-pyridinyl]-4-cyclopropyl-2-piperazinone 5 1 - 
[6-{[2-( {6-amino-5-j>ydroxy(oxido)atnino]-2-pyridinyl} amino)ethyl]amino}-2-(2,4- 

20 dicMorophenyl)-3-pyridinyl]-4-cyclohexyl-2-piperazinone, 1 -[6- { [2-({6-amino-5- 

[hydroxy(oxido)amino]-2-pyridinyl } amino)ethyl] amino} -2-(4-bromophenyl)-3 -pyridinyl]- 

4- methyl-2-piperazinone, 1 -[6- {[2-( {6-amino-5-|^ydroxy(oxido)amino]-2-pyridinyl} - 
amino)etliyl]amino}-2-(2,4-dic^ 1- 
(2-(2,4-dicMorophenyl)-6-{[2-({5-|>ydro^ 

25 ethyl]amino} -3-pyridinyl)-4-methyl-2-piperazinone, 1 -(2-(2,4-dichlorophenyl)-6- { [2-( {5- 
|>ydroxy(oxido)amino]-2-pyridinyl}amm^ 

piperazinone, 4-[6- { [2-( {6-amino-5-I>ydroxy(oxido)amino]-2-pyridinyl } amino)ethyl]- 
amino}-3-(4-methyl-2-oxo-l-piperazinyl)-2-pyridinyl]benzamide, 2-[6- {[2-({6-amino-5- 
[hydroxy(oxido)amino]-2-pyridinyl}amm^ 
3 0 pyridinyl]hexahydropyrrolo[ 1 ,2-a]pyrazin-3(4H)-one, 1 -[6- { [2-( {6-amino-5-[hydroxy- 
(oxido)amino]-2-pyridinyl}amino)e^ 

(methylsulfonyl)-2-piperazinone, 4-acetyl-l-[6-{[2-({6-amino-5-[hydroxy(oxido)ainino]- 

2- pyridinyl}amino)ethyl]amiao}-2-(2 5 4-dicMorophenyl)-3-pyri 2-[6- 
{[2-( {6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl} amino)ethyl]amino}-2-(2,4- 

3 5 dichloro j)henyl)-3-pyridinyl]hexahydropyrrolo[ 1 ,2-a]pyrazin-3(4H)-one 5 2-[6- {[2-( {6- 

amino-5-[hy(boxy(oxido)amino]-2-pyridinyl } amino)ethyl]amino} -2-(2 ? 4-dichlorophenyl)- 

3- pyridinyl]hexahydropyrrolo[l,2-a]pyrazin-3(4H)-one ? 2- [6- { [2 -( { 6- amino-5 - [hydroxy- 
(oxido)amino]-2-pyridmyl}ammo)ethyy 



3DOCID: <WO 022049SA2J_> 



WO 02/20495 



-239- 



PCT/US01/42081 



10 



15 



20 



25 



30 



35 



hexahydropyn-olo[l,2-a]pyra 2 in-l(2H)-one s 2-[6-{[2-({6-ainino-5-[hydroxy(oxido)amino]- 

2-pyndmyl}amino)ethyl]amino}-2-(2,4-dichlorophenyl)-3-pyri^ 

[l,2-a]pyrazin-l (2H)-one, l-[6-{[2-({6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl}- 

amino)ethyl]amino}-2-(2,4.dmuoro P h e nyl)-3-pyridinyl]-4-e^^^ 

({6-amino-5-[hydroxy(oxido)aniino]-2-pyridinyl}ami n o)ethyl]anM 

piperaziBy^-pyridinyljbenzonitrile, l-[6-{[2-({6-anuno-5-[hydroxy(oxido)amiBo]-2- 

pyndinyl}too)propyl]a m mo}-2-(2 5 4-dichlorophenyl)-3-pyridinyl]-4-e^ 

piperazinone,l-(6-{[2-({6-ainino-5-[hydroxy(oxido)amino]-2-pyridinyl}a^^ 

ammo}-2-phenyl-3-pyridinyl)-4-methyl-2-pipera 2 inone,l-[6-{[2K 
(oxido)amino]-2-pyridinyl}ammo)ethyl]amino}-2-(4-cmo^^ 

2-pipera2inone 5 3-anuno-l-[6-{[2-({6-amino-5-[hydroxy(oxido)a m ino]-2-pyri^ 
a m ino)ethyl]amino}-2-(2,4-dicWorophenyl)-3-pyridinyl]-2 

anm 1 o-5-[hydroxy(oxido)amino]-2-pyridinyl}aini n o)ethyl]amino}-2^ 
pyndinyl]-4-metiiyl-2-pipera 2 inone > l-[6-{[2-({6-amino-5-[hyd^^^^ 
pyndinyl}a m ino)ethyl]amino}-2-(2,4-dicWorophenoxy)-3-pyridiny^^ 
PiP e ^one, l-[6-{[2-({6-animo^^ 
anmio}-2-(2,4-dichlorophenyl)^ 

{[2-({6-amino-5-[hydroxy(oxido)aniino]-2-pyridinyl}axnino)ethyl]am^ 

phenyl)-3-pyridinyl]-3-morpholinone,l-{6-[2-(6-Amino-5-mtro-pyri^ 
e&yl ^ 0 H2,3 , ]bipyridmyl-3-yl}-4-memy^^^^ 

[hydroxy(oxido)ainino]-2-pyridinyl}ainino)ethyl]amino}-2-(2,4-dicWoroph^ 
pyridinyl]-2-piperidmone, H^^^ 

ainino)e%l]amino}-2-(4-cMoro-2-methylphenyl)-3-pyridiny^^ 

l-[6-{[2-({6-amino-5-[hydroxy(oxido)amino]-2-pyridinyl}amino)efliyl]ainino}- 
methoxyphenyl^-pyridinylj^methyl^-piperazinoiie, and l-[6-{[2-({6-amino-5- 

[hydroxy(oxido)amino]-2-pyridinyl}amino)ethyl]amino}-2-(3-^ 
methyl-2-piperazinone. 

The following compounds exhibited IC 50 s of 1 jiM or less with respect to GSK3 in 
this cell-free assay: 4-{2-[(2-(2-pyridyl)e^ 4 _ {2 . [(2 . 

phenylpropyOammojpyrimidin-^yllbenzamide, 4-(2-{[2-(2-pyridylamino)ethyl] - 
aimno}pyrimidin-4-yl)benz^^ 

4-yl)benzamide, (5-mtro-4-phenylpyrinndm-2-yl)[2-(2- P yridylamino)ethyl] amine, 4-(2- 
tfM4-mtroimidazolyl)propyl]^ 

emyl]annno}pyrimidm-4-yl)ben Z annde,4-[2-({2-[(5-cyano-2-pyri 
emyl}ammo)pyrinfrdm-4-yl]benzannd e5 2-({2-[(5^ 

phenylpyrinndm e -5-carbonitrile,4-[2-({2-[(6-memoxy-2-p^^ 
pynnndm-4-yl]ben Z annde,4-(2-{[3-(4,5-dicmoroinnda 2 oly0^^^ 

yl)phenol, ^-{[S^nitroimidazolyl) propylJammolpyrinndin-^yObenzamide 4-{2-[(3- 
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benzimidazolylpropyl) amino]pyrimidin-4-yl}benzamide, 4-[2-({2-[(4-amino-5-cyano- 
pyrimidin-2-yl)amino] ethyl}amino)pyrimidin-4-yl]benzamide ? 4-{2-[(3- 
benzimidazolylpropyl) amino] pyrimidin-4-yl}-2-methoxyphenol, 4-(2-{[2-(2,5- 
dimethoxyphenyl)ethyl] amino }pyrimidin-4-yl)benzamide, 4-(2-{[2-(2,3-dimethoxy- 
5 phenyl)ethyl]amino}pyrimidin-4-yl)benzaniide ? 4-(2- {[3-(4-methoxyphenoxy)propyl]- 
ainino}pyrimidin-4-yl)benzamide, 4-[2-({2-[(5-ni1xo-2-pyridyl)aimno]ethyl}amino)- 
pyrimidin-4-yl]benzamide, {2-[(5-nitro(2-pyridyl))amino]ethyl} (5-nitro-4-phenyl- 
pyrimidin-2-yl)amine, 4-(2-{[2-(2-quinolylamino) ethyl]amino}p>Timidin-4-yl)ben2amide, 
4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyri^^ 
10 carbonitrile, 4-(2-{[3-(4 > 5-dicWoroinddazolyl)propyl]amino}pyrimidin-4^ 4- 
{2-[(2- { [5-(ammothioxome&yl)-2-^ 

4-[2-( {3 -[(5-nitro-2-pyridyl)amino]propyl} amino)pyrimidin-4-yl]benzamide, 4-(2- { [3-(4- 
phenylimidazolyl)propyl]aminp}pyrimidin-4-yl)beiizamide, 4~{2-[(3-naphthyloxypropyl) - 
amino]pyrimidin-4-yl}benzamide, 4-(2-{[3-(5,6-dimethylbenzimidazolyl) - 

1 5 propyl]amino}pyrimidin-4-yl)benzainide, [4-(4-imidazolylphenyl)pyrimidin-2-yl] {2-[(5- 
nitro(2-pyridyl))airuno]ethyl} amine, 4- {2-[(2- {[5-(trifluorometby])-2-pyridyl]amino} - 
ethyl)amino]pyrimidin-4-yl}benzamide, 4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl)) - 
amino] ethyl }amino)pyrimidine-5-carboxamide, 4-(4-cyanophenyl)-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino)pyrimidine-5--carboxylic acid, 2-({2-[(6-amino-5-nitro(2- 

20 pyridyl))amino]ethyl}amino)-4-(2,4^^ acid, ethyl 2- 

({2-[(5-nitro(2-pyridyl))amino]eth^ ethyl 
2-( {2-[(5-cyano(2-pyridyl))amino]ethyl} amino)-4-(4-cyanophenyl)pyrimidine--5- 
carboxylate, 4-[2-( {3-[3-(trifluoromethyl)phenoxy]propyl} amino)pyrimidin-4- 
yl]benzamide, [4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino)- 

25 pyrimidin-5-yl]-N-methylcarboxamide, methyl 4-(4-cyanophenyl)-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate, [4-(4-morpholin-4-ylphenyl)- 
pyrimidin-2-yl] {2-[(5-nitro(2-^ ethyl 4-(4-methylphenyl)-2- 

({2-[(5-nitro(2-pyridyl))ainino]ethyl}amino)pyrimi {2-[(6-amino-5- 
mtro(2-pyridyl))anrino]ethyl} {^^ amine, 2-({2-[(5-nitro- 

30 (2-pyridyl))ammo]ethyl}ammo)-4-(4-^ acid, ethyl 4-(4- 

fluorophenyl)-2-({2-[(5-nitro(2-pyri^ 4- 
[5-imidazolyl-2-({2-[(5-mtro(2-pyridyl))amino] ethyl }amino)pyrimidin-4-yl]benzene- 
carbonitrile, 4-[5-imidazol-2-yl-2-({2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidin- 
4-yl]benzenecarbonitrile, ethyl 2-({2-[(4-amino-5-cyanopyrimidin-2- 

35 yl)anndno]ethyl}amino)-4-(4-cyanophenyl)pyrimidine-5-carboxylate, [4-(2,4-dimethyl- 

phenyl)-5-imidazolylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino] ethyl} amine, 2-( {2-[(6- 
amino-5Hritro(2-pyridyl))amm^ 

carbonitrile, ethyl 4-(4-cyanophenyl)-2-({2-[(4-nitrophenyl)amino] ethyl}amino)- 
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pyrimidine-5-carboxylateJ4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]e^ 
amino)pyrimidin-5-yl]-N,N-dimethylcaiboxamide, ethyl 4-(4-cyanophenyl)-2-({2-[(5- 
nitro(2-pyridyl))anuno]ethyl}amino)pyrimidine-5-caAoxylate, [4-(2,4-dichlorophenyl)-5- 
ethylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, ethyl 4-(4-ethylphenyl)-2- 
({2-[(5-mtro(2-pyndyl))amino]e^ ethyl 4.(4. 

methoxyphenyl)-2-({2-[(5-mlTo(2-pyridyl))ammo]ethyl}ammo)pyrin^ 
4-[5-(memylsulfonyl)-2-({2-[(5-mfro(2-p^ 

yl]benzenecarbonitrile, 4-(2- {[3-(5,6-dicMoroben2dnnd^olyl)pr^^^ 

yl)benzamide, 4-[2-({2-[(6-ammo-5-nitro(2-pyridyl))amino]ethyl} ainino)-5-imidazolyl- 

pyrimidin-4-yl]benzenecaihonitrile, 4-[2-({2-[(6-aiiimo-5-nitro(2-pyridyl))amino]- 

ethyl}anuno)-5-imidazol-2-ylpyrimidin-4-yl] benzenecarbonitrile, N-(cyanomethyl)[4-(4- 

cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))aimno]emyl}aimno)pyrim 

4- [5-(3-methyl(l,2,4-oxadiazol-5-yl))-2-({2-[(5- m ^o(2-pyridyl))amino]- 
emyl}ammo)pyrinii(lm-4-yl]benzenecarboiutrile, ethyl 4-(4-chlorophenyl)-2-( {2-[(5- 
mtro(2-pyridyl))ammo]ethyl}ammo)pyrinudine-5-caiboxylate, ethyl 4-(3,4-difluoro- 
phenyl)-2-({2-[(5-nitro(2-pyridyl))ammo]emyl}amino)pyiTiiiidm 
anrnaoethyl)[4-(4-cyanophenyl)-2-({2-[(5-mtro(2-pyridyl))am^ 

5- yl]carboxamide, ethyl 4-(4-cyanophenyl)-2-({2-[(4-methyl-5-nitro(2- 
pyridyl))amino]ethyl} ainmo)pyrimidme-5-caiboxylate, ethyl 2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} aimno)-4-(4-cyanophenyl)pyrimidiiie-5-carboxylate, [4-(4- 
cyanophenyl)-2-({2-[(5-iufro(2-pyridyl))a^ 

hydroxyethyl)carboxamide,2-hydroxyetfayl4-(4-cyanophenyl)-2-({2-[(5-nitro(2-^^ 
ammo]emyl}ammo)pyrimidine-5-carboxylate, ethyl 2-({2-[(4-ainino-5-nitropyrimidin-2- 
yl)ammo]ethyl}ammo)-4-(4,cyanophenyl)pyriimdine-5-carboxylate, ethyl 4-[4- 
(methylethyl)phenyl]-2-({2-[(5-mtro(2-pyridyl))ammo]ethyl}an^ 
caiboxylate, ethyl 4-[4-(dimethylanimo)phenyl]-2-({2-[(5-nitro 

ammo)pyrimidine-5-carboxylate, ethyl 4-(2H-benzo[3,4-dj 1 ,3-dioxolen-5-yl)-2-({2-[(5- 
mtro(2-pyridyl))ammo]emyl}animo)pyrimidine-5-carboxylate, ethyl 2-({2-[(5-nitro(2- 
pyridyl))ammo]ethyl}amino)-4-(4-nitrophenyl) pyrimidine-5-carboxylate, ethyl 4-(4- 
methylthiophenyl)-2-({2-[(5-nitro(2-pyridyl)) amino] ethyl} amino)pyrimidine-5- 
caiboxylate, ethyl 4-(4-cyanophenyl)-2-[(2-{[5-(trifluoromemyl)(2-pyridyl)]a^ 
ainmo]pyrimidme-5-carboxylate 5 ethyl 4-(2-naphthyl)-2-({2-[(5-nitro(2-pyridyl))amino]- 
emyl}ammo)pyriniidme-5-c^boxylate,N-butyl[4-(4-cyanophenyl)-2-({2- 
pyridyl))amino]ethyl} ammo)pyrimidin-5-yl]carboxamide, N-(tert-butyl)[4-(4-cyano- 
phenyl)-2-( {2-[(5-mtro(2-pyridyl))amino] emyl}ammo)pyrimidm-5-yl]carboxamide, ethyl 
4-(4-carbamoylphenyl)-2-({2-[(5-cyano(2-pyridyl))amino]ethyl} amino)-6-ethyl- 
pyrimidme-5-c^boxylate,tert-butyl4-(4-cyanophenyl)-2-({2-[(5-nitro(2-py^ 
ethyl} animo)pyrimidine-5-carboxylate, N-(caibamoylmethyl)[4-(4-cyanophenyl)-2-({2- 
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[(5-nitro(2-pyridyl))amino]ethyl^ ethyl 4-(4-cyano- 

phenyl)-6-ethyl-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} anrino)pyrimidine-5-carboxylate :> 
butyl 4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl } amino)pyrimidine-5- 
carboxylate, ethyl 4-{[(4-cyanophenyl)methyl]amino}-2^^^ 
5 ethyl} amino)pyrixaidiiie-5-carboxylate, ethyl 4-{[(3-cyanophenyl)methyl]amino}-2-({2- 
[(5-nitro(2-pyridyl))airrino]^ ethyl 4-[4-(tert-butyl)- 

phenyl]-2-({2-[(5-intro(2-pyridyl))ai^ 4-[2-({2~ 
[(5-nitro(2-pyridyl))amino] ethyl} am 

carbonitrile, [4<2,4-dichlorophenyl)-5-inridazolyl^ (2-[(5-nitro(2-pyridyl)) - 

1 0 amino]ethyl} amine, [4-(2,4-dicUorophenyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl} amine, 4-(4-cyanophenyl)-6-(3-foryl)-2-( {2-[(5-nitro(2-pyridyl))- 
amino] ethyl }amino)pyrimidine-5-carboxylic acid, 4-[2-({2-[(5-nitro(2-pyridyl))amino]- 
ethyl}amino)-5-(piperazinylcarbonyl)pyriinidin-4-yl]benzenecarbo ethyl 4-(4- 

imidazolylphenyl)-2-( {2-[(5-nitro(2-p3nidyl))amino]ethyl} amino)pyrimidine-5- 
15 carboxylate, 4-[5-(morpholin-4-ylcarbonyl)-2-({2-[(5-^^ 

amino)pyrinndin-4-yl]benzenecarbonitrile, ethyl 4-(4-(2-furyl) phenyl)-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino)pyrimidine-5-carboxylate, ethyl 2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino)-4-^ ethyl 
2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)-4-(4-(l ,2,4-triazol-4-yl)phenyl)pyrimidine- 
20 5-carboxylate, N-[2-(dimefliylamino)ethyl][4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))- 
amino]ethyl}amino)pyrimidin-5-yl]carboxaiiiide, 2-(dimethylamino) ethyl 4-(4-cyano- 
phenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}ainino) pyrimidine-5-carboxylate, ethyl 2- 
({2-[(5-ni1ro(2-pyridyl))amino]efo^ 

carboxylate, ethyl 4-(2,4-dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)- 
25 pyrimidine-5-carboxylate, ethyl 4-(4-(lH-l,2,3,4-tetraazol-5-yl)phenyl)-2-({2-[(5-nitro(2- 
pyridyl))amino]ethyl}amino)pyrimidine-5-carboxylate, ethyl 4-(4-carbamoyIphenyl)-6- 
ethyl-2-({2-[(5-nitro(2-pyridyl))amino] ethyl} amino)pyrimidine-5-carboxylate, 4-(4- 
cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino] ethyl} amino)-6-phenylpyrimidine-5- 
carboxylic acid, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(2,4-dichlorophenyl)-5- 
30 imidazolylpyrimidin-2-yl]ainine, {2-[(6-amino-5-nitro(2-pyridyl))ainino]ethyl} [4-(2,4- 

dicUorophenyl)-5-inndazol-2-ylpyrimidin-2-yl]amine, ethyl 4-(4-bromophenyl)-2-( {2-[(5- 
ni1xo(2-pyridyl))amino] ethyl} amino)pyrimidine-5-carboxylate, ethyl 4-[4-(methyl- 
sulfonyl)phenyl]-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino)pyrimidine-5-carboxylate, 
ethyl 2-( {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4-(4~(l ,3-oxazol-5- 
35 yl)phenyl)pyrimidine-5-carboxylate, N-[2-(dimethylamino)ethyl][4-(4-cyanophenyl)-2- 
({2-[(5-nitro(2-pyridyl)) amino] ethyl} amino)pyrimidin-5-yl]-N-methylcarboxamide, N- 
( 1 -carbamoyl-2-hydroxy ethyl)[4-(4-cyanophenyl)-2-( (2-[(5-nitro(2-pyridyl))- 
aminojethyl} amino) pyrimidin-5-yl]carboxamide, 3-(dimethylamino)propyl 4-(4- 
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cyanophenyl)-2-({2-[(5-mtro(2-pyridyl)^ 

ethyl 2-({2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl}amino)-4-(2 5 4^icMoroph 
pyrimidine-5-carboxylate, 2-(dimemylamino)ethyl 2-({2-[(6-amiDO-5-nitro(2-pyridyl))- 
amino]ethyl}amino)-4-(4-cyanophenyl) pyrimidine-5-carboxylate, [2-(dimethyl- 
amino)ethoxy]-N-[4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]ethyl}ar^ 
pyrimidin-5-yl] carboxamide, ethyl 2-({2-[(5-nitro(2-pyridyl))amino]ethyl}amino)-4-[4- 
(Mfluoromethoxy)phenyl]pyriiiiidine-5-carboxylate, ethyl 4-(4-moiphohn-4-ylphenyl)-2- 
( {2-[(5-nitro(2-pyridyl))amino]ethyl} ainmo)pyrimidine-S-carboxylate, [4-(4-cyano- 
phenyl)-2-({2-[(5-rdtro(2-pyridyl))amino]ethyl}amino)pyriiiu 

carboxamide, ethyl 4-(6-morpholin-4-yl(3-pyridyl))-2-( {2-[(5-nitro(2-pyridyl))amino]- 
eftyl} amino) pyriimdine-5-carboxylate, [4-(4-cyanophenyl)-2-({2-[(5-mtro(2-pyridyl))- 
amino]ethyl} ammo)pyriniidm-5-yl]-N-(4-pyridylmemyl)carboxamide, phenylmethyl 4-(4- 
cyanophenyl)-2-({2-[(5-mtro(2-pyridyI))ammo]emyl}ammo)pyrimidme-5-ca^ 
(4-cyanophenyl)-6-(4-fluorophenyl)-2-({2-[(5-mtro(2-pyridyl))anuno]ethyl}- 
amino)pyrimidine-5-carboxyUc acid, N-[(3-methoxyphenyl)methyl] {4-[2-({2-[(5-nitro(2- 
pyridyl))ammo]emyl}ammo)pyriniidm-4-yl]phenyl}caA 4-[5_{3-[2- 
(dimemylammo)emyl](l,2,4-oxadiazol-5-yl)}-2-({2-[(5-nitro(2-pyridyl))ainm - 
emyl}amino)pyrimidiii-4-yl] benzenecarbonitrile, N-[(3-bromophenyl)methyl][4-(2-{[2- 
(pyrmiidin-2-ylaiimio)emyl]animo}pyrirm 

animo)butyl4-(4-cyanophenyl)-2-({2-[(5-nitro(2-pyridyl))amino]emyl}amm 

5-carboxylate,4,6-bis(4-cyanophenyl)-2-({2-[(5-nin-o(2-pyridyl))amino] ethyl}- 

ammo)pyrimidine-5-carboxylic acid, ethyl 2-({2-[(6-aniino-5-nitro(2-pyridyl)) aminoj- 

emyl}ammo)-4-(4-morpholm-4-ylphenyl)pyriimdme-5-carboxy^ 

2-({2-[(5-nitro(2-pyridyl))aniino]emyl}animo)-6-(4-nitrophenyl)pyri^ 

acid, 2-morpholin-4-ylethyl 4-(4-cyanophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl}- 

anmio)pyriimdine-5-carboxylate,4-(4-cyanophenyl)-2-({2-[(5-mtro(2-p 

amino]ethyl} anmio)-6-(4-nitrophenyl)pyrimidine-5-carboxyUc acid, 4-(4-cyanophenyl)-2- 

({2-[(5-nitro(2-pyridyl))ammo]emyl}anmio)-6-(3-mtrophenyl)pyrim 

acid,N-[(3-bromophenyl)methyl]{4-[2-({2-[(5-cyano(2-pyridyl))amino]ethyl}- 

ainmo)pyrimidm-4-yl]phenyl} carboxamide, ethyl 4-(4-carbamoylphenyl)-2-( {2-[(5-nitro- 

(2-pyridyl))amino]ethyl} )-6-(4-pyridyl) pyrimidine-5-carboxylate, 2-(dimethylamino)ethyl 

2-({2-[(6-arnino-5-nitro(2-pyridyl)) amino]ethyl} amino)-4-(2,4-dichloro- 

phenyl)pyrimidine-5-carboxylate, 2-[bis(2-hydroxyemyl)amino]ethyl 4-(4-cyanophenyl)-2- 

({2-[(5-mtro(2-pyridyl))anmio]emyl}a {4-[2-({2-[(4- 

anmio-5-cyanopyrmiidm-2-yl)ammo]emyl}anuno)pyrim^ 

phenyl)methyl]carboxamide, 4-(4-carboxyphenyl)-2-({2-[(5-nitro(2-pyridyl))amiiio]- 
ethyl} ammo)-6-(4-nitrophenyl)pyrimidine-5-carboxyUc acid, 2-hydroxy-3-morpholin-4-yl- 
propyl4-(4-cyanophenyl)-2-({2-[(5-mtro(2-pyridyl))animo]emyl}ammo)py^ 
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carboxylate, ethyl 4-(4-cyanophenyl)-2-({2-[(5-iiitro(2-pyridyl))amino]ethyl} amino)- 6-(4- 
iiitrophenyl)pyrimidine-5-carboxylate, (2- {5-[2-( {2-[(6-amino-5-nitxo(2-pyridyl))amino]- 
ethyl}amino)-4-(2,4-dichlorophenyl) pyrimidin-5-yl](l 5 2 5 4-oxadiazol-3-yl)} ethyl)- 
dimethylamine, ethyl 4-(4-carbamoylphenyl)-2<{2-[(5-nitro^ 
5 amino)-6-(4^nitrophenyl)pyrimidine-5-carboxylate, [4-(4-iinidazolylphenyl)pyrimidin-2- 
yl]{2-[(5-nitro(2-pyridyl))amino] ethyl}amine, 4-[5^imidazolyl-2-({2-[(5-nitro(2-pyridyl))- 
amino]ethyl } amino)pyrinudin-4-yl]benzenecarbonitrile, 4-[2-( {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} amino)-5-imidazolylpyrimidin^ [4-(2,4- 
dicUorophenyl)-5-inudazolylpyriinidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, 4- 

1 0 [2-( {2-[(5-nitro-2-pyridyl) amino]ethyl} amino)-7a-hydro-l ,2,4-triazolo[l,5-a]pyrimidin-7- 
yl]benzenecarbonitrile, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(2,4-dichloro- 
. phenyl)-5-imidazolylpyrimidin-2-yl] amine, [4-(2,4-dichlorophenyl)-5-imidazol-2-yl- 
pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, 6-[(2- { [4-(2,4-dichlorophenyl)> 
5-imidazolylpyrimidin-2-yl]amino } ethyl)amino]pyridine-3-carbonitrile, [5-benzotriazolyl- 

15 4-(2,4-dicMorophenyl)pyrimidin-2-yl]{2-[(5-nitro(2-pyri [2-({2- 
[(6-amino-5-jritro(2-pyridyl))amino]eth^ 

yl]methan- 1 -ol, [4-(2,4-dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl } amino) - 
pyrimidin-5-yl]methan- 1 -ol, 2-[2-({2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} amino)-4- 
(2,4-dichlorophenyl)pyrimidin-5-yl]isoindoline-l ,3-dione, [5-amino-4-(2,4- 
20 dichlorophenyl)pyrimidin-2-yl] {2-[(6-amino-5-rutro(2-pyridyl))amino]ethyl} amine, {2- 
[(6-amino-5-ni1xo(2-pyridyl))m^ 

pyrimidin-2-yl] amine, {2-[(6-amino-5-nitro(2-pyridyl))amino]ettiyl} {4-(2,4-dichloro- 
phenyl)-5-[5-(trifluoromethyl)(l,2,3,4-tetraazolyl)]pyrimidm^ l-[2-({2-[(6- 
amino-5-ni1ro(2-pyridyl))amino]ethyl} amino)-4-(2,4-dichlorophenyl)pyrimidin-5-yl] - 

25 pyrrolidine-2,5-dione, [4-(2,4-dicMorophenyl)-5-pyrazolylpyrimidin-2-yl] {2-[(5-nitro(2- . 
pyridyl))amino]ethyl} amine, [4-(2,4-dichlorophenyl)-5-(4-methylimidazolyl) pyrimidin-2- 
yl] {2-[(5-nitro(2-pyridyl))amino]ethyl}amine, [4-(2,4-dichlorophenyl)-5-(2,4- 
dimetliylimidazolyl)pyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino] ethyl} amine, 6-[(2- { [4- 
(2,4-dichlorophenyl)-5-imidazol-2-ylpyriinidin-2-yl]amino} ethyl)amino] pyridine-3- 

30 carbonitrile, {2-[(6-amino-5-nitro(2-pyridyl))amino]ethyl} [4-(2,4-dichlorophenyl)-5- 
(morpholin-4-ylmethyl)pyrhrddin-2-yl]ainine, {2-[(6-amino-5-nitro(2-pyridyl))am 
ethyl}[4-(2,4-dichlorophenyl)-5-piperazin^ {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl}[4-(4-ethylphenyl)-5-imidazolylpyrm l-[4-(2,4- 
dichlorophenyl)-2-( {2-[(5-nitro(2-pyridyl))amino]ethyl} amino) pyrimidin-5-yl]- 

35 hydropyridin-2-one, [5-benzimidazolyl-4-(2,4-dichlorophenyl)^ . 
(2-pyridyl))amino] ethyl} amine, {2-[(6-amino-5-rd1ro(2-pyridyl))aiiiino]ethyl} [4-(2 5 4- 
dichlorophenyl)-5-imida2olylpyrimidin-2-yl]methylamine, {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} [4-(2,4-dichlorophenyl)-5-(4-pyridy^ {2-[(6- 
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™°-5-mtro(2-pyridyl))a^^ 

pymmdm-2-yl]amine, [^^dichlorophenyD-S^-methylimidazolyl) pyrimidin-2-yl] {2- 
(2,4-dicMorophenyl)-5K2-methy^ 

mtro(2-pyridyl))a m iBo]ethyl}[4-(2 5 4-dichlorophenyl)-5^^ 

yl]amine, {2-[(6-ainino-5-nitro(2-pyridyl))amino]ethyl} [4-(2 5 4-dichlorophenyl)-5-(2 4- 

dmethylimidazolyOpyrimidin^-ylJamine, [^(^dichlorophenyD-S-imidazol-^ 

ylpyn m idm-2-yl](2-{[5-(trifluoromethyl)(2-pyridyl)] amino}ethyl) amine, [4-(2 4- 

d 1 cmorophenyl)-5-pipera2mylpyriimdm-2-yl]{2-[(5- m tro(2-py^ 

[4<2,4-dicmorophenyl)-5-iinidazolylpyTi m idm-2-yl][2-(d^ 

mtro(2-pyridyl))ammo]ethyl}amme,142-({2-[(6-ainmo-5^^ 
anuno)-4-(2,4-dic^^ 4 _ 

^orophenyO-S-Cl-methylinndazol^-yOpyrm^ 

emyl}amme 5 142-({2-[(6-ainino-5-mtro(2-pyridyl))am m o]emyl}a^^ 

phenyOpynmidm-S-yy-S-morpholin^ylpytrolidme-^S^^ 

2<{2-[(5-mtro(2-pyridyl))anunoJethyl}ainmo)pyrim 

dione, 1 -[2-({2-[(6-ammo-5-nitro(2-pyridyl))ammo]emyl}amino)-4-(2 4- 
dic M oroph e nyl)pyrimidm-5-yl]-3-(dimethylan^o) P yirol^^^^^ 
yl-4-[4-(tnfluoromethyl)phe n yl] pyrimidin-2-yl} {2-[(5-nitro(2- 
pyridyl))amino]ethyl}amin e5 {2-[(6-ainmo-5-nitn>(2-pyridyl))a 1 nmo]ethyl}[4-(2 4- 
d.cUorophenyO-S-Cl-methylimidazo^-yl^yrimid^-yy 

5-(4- m ethylpip CT ^ 4 _ 

dicWorophenyl)-5-(morpholm-4-ylmethyl)pyriniidiii-2-yl] {2-[(5-nitro(2- 
pyridyl^aminolethyllammej^^-dichloroph^^ 

2-yl] {2-[(5-mtro(2-pyridyl))a m ino]ethyl}amine, {2-[(6-ammo-5-nitro(2-pyridyl))ammo]- 
ethyl} [4<2,4-dicMorophenyl)-5<4^^ {2 . [(6 . 

a n uno-5-mtro(2- P yridyl))amino]ethyl}[4-(2-chlorophenylM 
yl]aimne,[4-(2-cWoro-4-fluorophenyl)-5-iniida2ol-2-ylpyri^ 

pyndyl))anmo]ethyl}ainmeJ4-(2 3 4-dicWorophenyl)-5-^ 

nitro(2-pyndyl)) amino]ethyl}(2-pyiToHdinylethyl)amine 5 [4-(2,4-dichlorophenyl)-5- 

imida2olylpyrimidm-2-yl](2-morpholm-4-yIethyl){2-[(5-m 

pyridyl))ammo]ethyl}ainme,6-[(2-{[4-(2,4-dicmoroph^ 

yl)pynimdm-2-yl]ammo}emyl)ammo]pyridme-3-carbomtri^ 
pyndyl))ammo]e^ 

[4-(4-emylphmyl)-5-imidazol-2-ylpyrimidin-2-yl] {2-[(5-nitro(2- 
pyridyl))amino]ethyl}amine, [5-((lE)-l-aza-2.morpholin-4-ylprop-l-enyI)-4 (2 4- 

(2 s 4^cWorophenyl)-2-({2-[(5-mtro(2-pyridyl))anuno]emyl}a^^^ 
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acetamide, [4-(2,4-dicMorophenyl)-5-im^ {2-[(6-methoxy-5- 
nitro(2-pyridyl))amino]ethyl} amine, 6-[(2- { [4-(2,4-dicUorophenyl)-5-imidazolyl- 
pyrimidin-2-yl]methylamino}ethy pyridine-3-carbonitrile, 6-[(2-{[4-(2,4-dichloro- 

phenyl)-5-imidazol-2-ylpyrimidin^^ 

[4-(2 5 4-dicUorophenyl)-5-imidazol-2-ylpyrimidin-2-yl]met^^ 
amino]ethyl} amine, 6-[(2-{[4-(2-chloro-4-fluorophenyl)-5-i^ 
yl]amino}efhyl)amino] pyridine-3 -carbonitrile, [4-(4-chlorophenyl)-5-imidazol-2- 
ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine, {2-[(6-amino-5-nitro(2- 
pyridyl)) amino] ethyl} [4-(4-cMoro-2-methylphenyl)-5-iim 
{2-[(6-amino-5-nitro(2-pyridyl))an^ 

ylpyrimidin-2-yl]amine, 6-[(2- { [4-(4-bromo-2-chlorophenyl)-5-imidazol-2-ylpyrimidin-2- 
yl] amino} ethyl) amino]pyridine-3-carbonitrile, 6-[2-({2-[(6-amino-5-nitro(2- 
pyridyl))amino] ethyl }amino)-4-(2,4-dichlorophenyl)pyrimidm^ . 
b]pyridine-5,7-dione, N-[2-( {2~[(6-amino-5-nitro(2-pyridyl))ainino]ethyl} amino)-4-(2,4- 
dichlorophenyl) pyrimidin-5-yl]-2-(methylamino)acetamide, {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl}[4-(4-bromo-2-cM^ 

yl]amine, 6-[(2- {[4-(4-bromo-2-cUoTOphenyl)-5-(4-methylimidazol-2-yl)pyrim 
yl]amino}ethyl)amino]pyridine-3-carbonitrile, {2-[(6-amino-5-nitro(2-pyridyl))amino] - 
ethyl} [4-(2-cWoro-4-fluorophenyI)-5-(4-m 6-[(2- 
{ [4-(2,4-dichlorophenyl)-5-(5-chloro-2-oxohydropyridyl) pyrimidin-2-yl]amino}ethyl)- 
amino]pyridine-3-carbonitrile, [6-(2,4-dicUorophenyl)-5-imidazolyl(2-pyridyl)] {2-[(5- 
nitro(2-pyridyl))amino]e1iiyl}ainine, {2-[(6-amino-5-iiitro(2-pyridyl))ainino] ethyl} [6-(2,4- 
dicUorophenyl)-5-imidazolyl(2-pyridyl)]amine, 6-[(2- {[6-(2,4-dichlorophenyl)-5- 
imidazolyl-2-pyridyl]amino} ethyl)amino]pyridine-3-carbonitrile, {2-[(6-amino-5-nitro(2- 
pyridyl))amino]ethyl} [6-(2,4-dichlorophenyl)-5-nitro(2-pyridyl)]amine, {2-[(6-amino-5- 
nitro(2-pyridyl))amino]ethyl}[6-^ 

pyridyl)]amine, 6-[(2- {[6-(2,4-dicUorophenyl)-5-(4-methylinudazolyl)-2-pyridyl]- 
amino}elJiyl)amino]pyridine-3-carbonitrile, and [4-(4-bromo-2-chlorophenyl)-5-imidazol- 
2-ylpyrimidin-2-yl] {2-[(5-nitro(2-pyridyl))amino]ethyl} amine. 

Accordingly, these results demonstrate that compounds of the present invention 
exhibit inhibitory activity against GSK3. 

Example 266 

Screening for GSK3 Inhibitory Activity Using a Cell-Based Glycogen Synthase Assay 
CHO-HIRC cells are maintained in 10 cm tissue culture plates in Ham's F12 
medium/10% dialysed fetal bovine serum. Cells from a confluent 10 cm plate are 
harvested and divided into the 6 wells of a 6-well tissue culture plate to a final volume of 2 
ml of medium. The cells are left to grow at 37°C for 24 hours. The cells are then washed 
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three times in Ham's F12 medium containing no fetal bovine serum, and finally the cells 
are left for a further 24 hours at 37°C in 2 ml of the serum-free medium. 

At the end of this time, 20 ul of compound dissolved in DMSO is added to each 
well and incubated at 37°C. After 20 minutes the medium is removed and the cells are 
washed once in PBS at room temperature and then rapidly frozen in the plates in liquid 
n.trogen. Cells are then thawed on ice in the presence of 140 ul of lysis buffer (50 mM 
Tns P H 7.8; 1 mM EDTA, 100 mM NaF, 25 ug/ml leupeptin, 1 mM DTT, 1 mM PMSF) 
per well. Cells are scraped from me plates and frozen in Eppendorf tubes on dry ice 
Lysates are then thawed and refrozen on dry ice. 

After rethawing, lysates are spun at 14,000 g for 15 minutes. The supernatants are 
then removed and stored on ice. Each supernatant (45 pi) is added to 45 pi of reaction 
buffer (65 mM Tris pH 7.8; 26 mM EDTA, 32.5 mM KF, 9.3 mM UDP-glucose; 1 1 mg/ml 
glycogen; 500 nCi/ml "C-UDP-glucose) and a further 45 pi is added to 45 pi reaction 
buffer/20 mM glucose-6-phosphate. Reactions are incubated at 30°C for 30 minutes and 
then spotted onto a 2 cm square 31ET chromatograph paper (Whatman). Filter papers are 
washed twice for 20 minutes in 66% ethanol, rinsed briefly in acetone and dried for 1 hour 
at room temperature. 

Filters are added to 5 ml of liquid scintillant and counted in a liquid scintillation 
counter. The percentage of me total glycogen synthase that is active in any lysate is 
expressed as 100X (cpm minus glucose-6-phosphate)/(cpm plus glucose-6-phosphate) 
Such values are determined in duplicate for 5 different concentrations of compound and for 
DMSO alone, and the values are then plotted against the logarithm of the concentration 
The concentranon of compound which stimulates glycogen synthase activity to 50% of the 
maxxmal level is determined by fitting a sigmoidal curve to the plotted data. The maximal 
level is defined as that level to which glycogen synthase activity tends asymtotically as the 
concentration of test compound increases substantially beyond the EC 50 . 

Example 267 

Screening for Tr.niniti on pf Ta u Protein Phosphory lation 

~ Transient Transection of COS Cells with GSK3 Rep ression Plasmid and T„„ 

Expression ~~ 

Plasmid Construction 

COS cells are maintained in T25 tissue culture flasks in high glucose MEM 
medmm / 5% fetal, bovine serum. Cells from a confluent T25 flask are harvested and 
80,000 cells/well are seeded into Corning 6-well tissue culture plates in a final volume of 2 
ml/well of medium. The cells are left to grow at 37 °C for 48 hours. The cells are then 
washed twice in Opti-MEM containing no fetal bovine serum, and finally the cells are left 
in 1 ml of Opti-MEM. 
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Polynucleotide encoding tau protein is subcloned into plasmid pSG5 under an early 
SV40 promoter to generate a tau expression plasmid. The cloning of cDNA encoding tau 
protein is generally described in Goedert et al., EMBO Journal, 8(2):393-399 (1989), 
which is incorporated herein by reference. A GSK3 expression plasmid is prepared by 
5 . subcloning polynucleotide encoding GSK3p into pCG, which is an ApEVRF derivative 
described in Giese et al., Genes & Development, 9:995-1008 (1995) and Matthias et al., 
Nucleic Acid Research, 17:6418 (1989), both of which are incorporated herein by 
reference. 

The following solutions are prepared in 1.5 ml Eppendorf tubes: Solution A: for 
10 each transfection, 2 jig of DNA (tau expression plasmid) and 0.7 jig of DNA (GSK3 
expression plasmid) are diluted into 100 jxl of Opti-MEM (Gibco BRL); Solution B: for 
each transfection, 8 pi of Lipofectamine reagent is diluted into 100 pi of Opti-MEM. The 
two solutions are combined, mixed gently, and incubated at room temperature for 45 
minutes to allow DNA-liposome complexes to form. For each transfection, 0.8 ml of Opti- 
1 5 MEM is added to the tube containing the complexes. The diluted solution is mixed gently 
and overlaid onto the rinsed cells. The cells are incubated with the complexed DNA / 
Lipofectamine for 6 hours at 37 P C in a C0 2 incubator. Following incubation, 1 ml of 
growth medium (high glucose MEM) with 20% FBS is added to each well and incubated at 
37°C overnight. The medium is replaced with fresh, complete medium at 18 hours 
20 following the start of transfection, and the cells are left to grow at 37 °C for another 48 
hours. j 

B . Tau Phosphorylation Inhibition assay 

Two hours before harvesting, 2 |il of test compound (GSK3 inhibitor) dissolved in 
DMSO is added to each well and incubated at 37°C. After 2 hours the medium is removed 

25 and the cells are rapidly frozen on the plates on dry ice and stored at -70°C. Cells are 
thawed on ice in the presence of 200 jil of lysing buffer (1% Triton® X-100, 20 mM Tris 
pH 7.5, 137 mM NaCl, 15% glycerol, 25 p.g/ml leupeptin, 1 fig ml pepstatin-A, 1 pM 
PMSF, 21 jag/ml aprotinin, 50 mM NaF, 50 mM p-glycerophosphate, 15 mM sodium 
pyrophosphate, 1 mM sodium orthovanadate). The contents of each well are centrifiiged at 

30 14,000 g, 4°C for 5 minutes and the supernatants transferred to clean tubes. At this point 
the lysates may be stored at -20°C. 

C. ELISA to detect phosphorylated tau in cell lysates 

Immulon 4 strips (Dynatech) are coated with monoclonal anti-phosphorylated tau 
(AT8, Polymedco, Inc.) at 5 ng/ml in PBS containing Ca++ and Mg++, 100 nl/well. After 
35 overnight incubation at 4°C, the strips are washed twice with washing buffer (PBS 
containing 0.05% Tween® 20) and blocked with PBS containing 1% BSA, 5% normal 
mouse serum and 0.05% Tween® 20 at room temperature for 1 hour. The strips are washed 
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5 times with washing buffer. Lysate (100 ul) diluted 1:10 in PBS containing 1% BSA, 
0.1% NaN 3 is added into each well and incubated at room temperature for 1 hour. After 
washing, 100 ul of 0.5 ug/ml biotinylated monoclonal anti-(non-phosphorylated) tau (HT7 
Polymedco, Inc.) in PBS-BSA is added into each well. Strips are washed 5 times and 
5 HRP-conjugated streptavidin is added, incubated at room temperature for 30 minutes and 
washed extensively with washing buffer. TMB substrate (Pierce) is used for color 
< development and the reaction is stopped by adding an equal volume of 0.8 M sulfuric acid. 
Strips are read on an ELISA plate reader using a 450 nm filter. The concentration of 
compound that inhibits tau phosphorylation to 50% of the maximal level (i.e., IC 50 ) is 
10 determined by fitting a sigmoidal curve to the plotted data. 

Example 268 
Testing t he potential of GSK3 inhib itors to protect 
primary hippocampal cells from glutamate excitotoxicity 
Hippocampi were dissected from embryonic day 18-19 rats. The tissue was 
collected in Hibernate TM media (Gibco BRL) and minced into approximately 1mm 
pieces. Tissue was dissociated using the Papain Dissociation System (Worthington 
Biochemical Corporation). Following isolation the cells were resuspended in serum-free 
media composed of Neurobasal TM (Gibco BRL), 2% B27 supplement (GibcoBRL), L- 
glutamine and antibiotics. Cells were plated in 35mm tissue culture dishes coated with 
poly-L-lysine at a concentration of 7.5x104 cells per dish. Following 10-14 days at 37°C 
in 5% C02 cells were rinsed and fed with fresh media. The next day representative 
compounds of the invention were added to the culture media to a final concentration of 
between InM and lOOuM. Four to eight hours following compound addition the 
conditioned media was removed from cells and stored at 37°C. Cultures were rinsed twice . 
with HEPES-buffered balanced salt solution (HBSS) containing lOuM glycine. Grabb and 
Choi, J. Neuroscieitce 19:1657-62 (1999). Cultures were then exposed for 5min at room 
temperature to 200uM glutamic acid in the same HBSS. Following exposure, cultures 
were rinsed three times with the buffer and then returned to their original conditioned 
media containing the compounds. Twenty to twenty-four hours following glutamic acid 
exposure, cultures were rinsed in HBSS and exposed for 10 min to Trypan Blue. This dye 
is taken up by dead cells. The cultures were rinsed and then fixed for 30 min in 4% 
paraformaldehyde . The number of live and dead (blue nuclei) large neurons are counted 
(at least 200 cells from each culture) by phase contrast microscopy and photographed. 
Using this method, compounds of this invention have been shown to be capable of 
35 significantly reducing the potential of glutamate to induce neuronal cell death. 



20 
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Example 269 
Evaluation of Efficacy in Diabetic Rodents 
(The glucose tolerance test) 

Compound formulation for oral dosing: 
5 Test compounds were typically formulated for oral gavage as solutions in water or 

suspensions in 1% carboxymethylcellulose/0.1% tween-80 (both from Sigma Chem., MO) 
the day prior to administration. Some early compounds were formulated as solutions in 
15% Captisol (a modified cyclodexytrin by CyDex Co., IL) following procedures common 
to those below. For water solutions, dry and lyophilized test compound powder is 

1 0 solubilized in distilled water and mixed well by vortexing and sonicating. If necessary, test 
solution is pH adjusted with 1 N NaOH or 1 N HC1 and is finally sterile filtered through a 
syringe appended with a 0.2 micron cellulose acetate membrane (Millipore Co., MA). For 
oral suspensions, the test compound powder is mixed with a fresh suspension of 1% 
carboxymethylcellulose/0.1% tween-80 and extensively sonicated, pH adjusted if 

15 necessary as described above, and vortexed until particle size is homogeneous and <10 
micron in size. 

Diabetic mouse glucose tolerance test: 

Obese db/db (female C57BlKs/J) mice were obtained from Jackson Labs (Bar 
Harbor, ME) at 8 weeks of age and used for efficacy testing 1-2 weeks later. On the 

20 morning of a test, food was removed early in the morning (7-8hrs prior to the glucose 
bolus). Local anesthetic (EMLA creme, Astra Pharm., MA) was applied to the end of the 
tail and 50-100ul blood samples were obtained from snips of the tail tip and collected into 
eppendorf tubes containing 5ul 500U/ml sodium heparin (Elkins-Sinn, NJ) with subsequent 
isolation of plasma. Samples were obtained at various intervals throughout the day for a 

25 total of 6-8 time points. Mice were randomized into treatment groups and administered the 
first oral dose of test compound (0.2 ml volume) 4.5 hr prior to the glucose and again 0.5 
hr prior to administration of 0.2 ml 50% dextrose (Abbott Lab., IL) via oral gavage (oGTT) 
or intraperitoneal injection. After the final blood sample about 2 hr following the glucose 
administration, food was returned to the animals. 

30 Regulation of basal glycemia and insulinemia: 

Test compounds were typically orally administered to db/db mice (see above) or 
ZDF rats (Genetic Models, Inc.; Indianapolis, IN ) in the context of a multi-day, multi-dose 
regimen or as a single bolus. The ZDF rats were received at 8 weeks of age and used for 
efficacy testing 1-2 weeks later. Food was removed about 30min prior to dosing and a 

35 single bolus of test compound (dosing volume ranging from 1-8 mg/ml) was 
administered. Blood was sampled as described above at 1-6 time points over the next 2-3 
hr. Food was returned to the animal cages following the blood sampling. 
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Primary endpoints: 

Glucose and insulin levels are measured from plasma and/or blood samples 
Glucose levels are measured from whole blood by the One-Touch glucometer (Lifescan 
Co., CA) and from plasma by Beckman glucose analyzer. Glucose results typically reflect 
blood values for mouse and plasma values for rat studies. Measurement of insulin levels 
has been via ELISA (Crystal Chem. Co., IL) following the supplier's protocol. 
Results Quantitation: 

Efficacy maybe expressed as mg/dL glucose or ng/ml insulin orrepresented as area 
under the curve (AUC) for plasma glucose (taken above the normoglycemic baseline of 
100 mg/dL) and insulin (taken above the normoinsulinemic baseline of 1 ng/mL). 
Typically, when expressed as AUC, the results are actually represented as reduced AUC 
([(vehicle control AUC - test group AUQ/vehicle control AUCX100]). Such expression 
provides a single quantitative expression of the magnitude of improved glucose disposal 
and/or reduced basal hyperglycemia or insulin Conservation relative to the placebo control 
15 group. 

Results: 

Representative compounds of the invention exhibited good in vitro potency, and 
when formulated in captisol and administered s.c. to mice (30 mg/kg), exhibited high 
bioavailability and tissue penetrance in vivo. A significant reduction in basal 
hyperglycemia just prior to the glucose tolerance test, and sigmficantiy improved glucose 
disposal following glucose challenge were observed. A 45-50% reduction in the AUC 
relative to the control group was observed if the glucose response is quantitated by 
deterrnining the area under the blood glucose curve (AUC) from -60 min to +120 min 
This is comparable to the efficacy obtained with Troglitazone (when dosed orally for at 
least several days at either 60 or 100 mg/kg/day). Also of significance was the observation 
that insulin levels in treated animals remained lower than in control mice. 

While preferred embodiments of the invention has been illustrated and described, it 
will be appreciated that various changes can be made therein without departing from the 
spirit and scope of the invention. 
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That which is claimed is: 

1 . A compound having the structure: 




5 wherein: 

W is optionally substituted carbon or nitrogen; 

X and Y are independently selected from the group consisting of nitrogen, oxygen, 
and optionally substituted carbon; 

A is optionally substituted aryl or heteroaryl; 

10 Ri, R'i, R 2 , R ! 2, R3, R f 3, R4 and R'4 are independently selected from the group 

consisting of hydrogen, hydroxyl, and optionally substituted loweralkyl, cycloloweralkyl, 
cyclicaminoalkyl, alkylamino alky 1, loweralkoxy, amino, alkylamino, alkylcarbonyl, 
arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, aryl and 
heteroaryl, and R'i, R2, R f 3 and R4 are independently selected from the group consisting of 

15 hydrogen, and optionally substituted loweralkyl; 

R5 and R7 are independently selected from the group consisting of hydrogen, halo, 
and optionally substituted loweralkyl, cycloalkyl, alkoxy, amino, aminoalkoxy, 
alkylamino, aralkylamino, heteroaralkylamino, arylamino, heteroarylamino cycloimido, 
heterocycloimido, amidino, cycloamidino, heterocycloamidino, guanidinyl, aryl, biaryl, 

20 heteroaryl, heterobiaryl, heterocycloalkyl, and arylsulfonamido; 

R6 is selected from the group consisting of hydrogen, hydroxy, halo, carboxyl, 
nitro, amino, amido, amidino, imido, cyano, and substituted or unsubstituted loweralkyl, 
loweralkoxy, alkylcarbonyl, arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, 
heteraralkylcarbonyl, alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, 

25 alkylaminocarbonyloxy, arylaminocarbonyloxy, formyl, loweralkylcarbonyl, 
loweralkoxycarbonyl, aminocarbonyl, aminoaryl, alkylsulfonyl, sulfonamido, 
aminoalkoxy, alkylamino, heteroarylamino, alkylcarbonylamino, 

alkylaminocarbonylamino, arylaminocarbonylamino, aralkylcarbonylamino, 

heteroaralkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino cycloamido, 
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cyclothioamido, cycloamidino, heterocycloamidino, cycloimido, heterocycloimido, 
guanidinyl, aryl, heteroaiyl, heterocyclo, heterocycloalkyl, aiylsulfonyl and 
arylsulfonamido; 

and the pharmaceutical^ acceptable salts thereof. 

2 - A compound of claim 1 wherein at least one of X and Y is nitrogen. 

3 - A compound of claim 2 wherein one of X and Y is nitrogen and the 
other of X and Y is optionally substituted carbon. 

4 - A compound of claim 2 wherein one of X and Y is nitrogen and the 
other of X and Y is oxygen. 



10 5. 



A compound of claim 2, wherein both X and Y are nitrogen. 



6 - A compound of claim 1, wherein A is an aromatic ring having from 
3 to 10 carbon ring atoms and optionally 1 or more ring heteroatoms. 

7 - A compound of claim 6, wherein A is optionally substituted 
carbocyclic aryl. 



15 8. 
heteroaryl. 



A compound of claim 6, wherein A is optionally substituted 



9 - A compound of claim 6, wherein A is selected from the group 
consisting of substituted or unsubstituted pyridyl, pyrimidinyl, thiazolyl, indolyl, 
imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, thiophenyl, furanyl, quinolinyl, 

20 purinyl, naphthyl, benzothiazolyl, benzopyridyl, and benzimidazolyl. 

10 - A compound of claim 6, wherein A is substituted with at least one 
and not more than 3 substitution groups. 

11 ' A compound of claim 10, wherein said substitution groups are 

independently selected from the group consisting of nitro, amino, cyano, halo, thioamido, 
25 amidino, oxamidino, alkoxyamidino, imidino, guanidino, sulfonamide, carboxyl, formyl, 
loweralkyl, haloloweralkyl, loweralkoxy, haloloweralkoxy, loweralkoxyalkyl, 
loweralkylaminoloweralkoxy, loweralkylcarbonyl, loweraralkylcarbonyl, 

lowerheteroaralkylcarbonyl, alkylthio, aminoalkyl and cyanoalkyl. 

12. A compound of claim 6 wherein A has the formula: 
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wherein Rs and R 9 are independently selected from the group consisting of 
hydrogen, hydroxy, nitro, amino, cyano, halo, thioamido, amidino, oxamidino, 
alkoxyamidino, imidino, guanidinyl, sulfonamido, carboxyl, formyl, loweralkyl, 
5 aminoloweralkyl, loweralkylaminoloweralkyl, haloloweralkyl, loweralkoxy, 
haloloweralkoxy, loweralkoxyalkyl,loweralkylaminoloweralkoxy, loweralkylcarbonyl, 
loweraralkylcarbonyl, lowerheteroaralkylcarbonyl, alkylthio, aryl and, aralkyl. 

13. A compound of claim 9, wherein A is selected from the group 
consisting of aminopyridyl, nitropyridyl, aminonitropyridyl, cyanopyridyl, cyanothiazolyl, 

10 aminocyanopyridyl, trifluoromethylpyridyl, methoxypyridyl, methoxynitropyridyl, 
methoxycyanopyridyl and nitrothiazolyl. 

14. A compound of claim 1, wherein at least one of Ri, R^, R 2 , R' 2 , R3, 
R$\ R4, and R' 4 is substituted loweralkyl selected from the group consisting of hydrogen, 
unsubstituted or substituted loweralkyl, haloloweralkyl, heterocycloaminoalkyl, and 

15 loweralkylaminoloweralkyL 

15. A compound of claiml4, wherein at least one of Ri, R'i, R 2 , R' 2 , R3, 
R3', R4, and R' 4 is loweralkylaminoloweralkyl. 

16. A compound of claiml4, wherein R u R' l9 R 2 , R' 2 , R3, R3*and R4 are 
hydrogen and R' 4 is selected from the group consisting of hydrogen, methyl, ethyl, 

20 aminoethyl, dimethylaminoethyl, pyridylethyl, piperidinyl, pyrrolidinylethyl, 
piperazinylethyl and morpholinylethyl; 

17. A compound of claim 1, wherein at least one of R 5 and R7 is 
selected from the group consisting of substituted and unsubstituted aryl, heteroaryl and 
biaryl. 

25 18. A compound of claim 17 wherein at least one of R 5 and R 7 is a 

substituted or unsubstituted moiety of the formula: 
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JE" 

V-.. 

R10 

wherein R,„, R n , R 12> RlJ> md Rm m ntoeaOaaay selected from the group 
consrstrng of hydrogen, nirro, amino, cyano, halo, thioamido, carboxyl, hydroxy, and 
opnonally anbantnted lowerelkyl, lowemlkoxy, .oweralkoxyalkyl, haloloweralkyl, 
5 halo loweralkoxy, aminoalkyl, alicylamino, aminoalkylalkynyl, alkyiaminoalkylalkynyl 
alkylthto, alkylcarbonylarnino, aralkylcarbonylanrino, heteroaraikylcarbonylarnino 
arylcarbonylamino, heteroarylcarbonylaxnino aminocarbonyl, loweralkylaminocarbonyl' 
atntnoaretkyU , lowerelkylaminoalkyi, aryl, heteroaryl, cyclohetenalkyl, araliyl' 
aUtycarbonyoxy, a^ylcarbonyloxy, arelkylcarbonyloxy, arylcarbonyloxya^l, 
10 a^lcareonyloxyalkyl, he^oarylcarbonyloxyalkyl, aralkycarWyloxyJy., Ind 
heteroaralkcarbonyloxyalkyL 

, . 19 ' D A ""BP*** of claim 18 wherein R 10 , R n , R 13 , ^ Rl4 m 
hydrogen and R 12 ls selected from the group consisting of halo, loweralkyl, hydroxy 
loweralkoxy, haloloweralkyl, aminocarbonyl, alkylaminocarbonyl and cyano. 

15 p ™' Awm P 0mdofcl ^ 1 8whereinR 11 ,R 1 3,andR 14 arehydrogenand 
R,o and R 12 are mdependently selected from the group consisting of halo, loweralkyl 

hydroxy, loweralkoxy, haloloweralkyl and cyano. 

, . 21 ' „ A com P ound of claim 18 wherein R 10 , R„, R]3 , md R „ m 
hydrogen and R12 is heteroaryl. 

20 . . 22 ' „ A C ° mp0Und of daim " wherein R 10 , R n , R 13 , md R „ m 
Hydrogen and R, 2 is a heterocycloalkyl. 

23. A compound of claim 18 wherein at least one of R 10 , R„ R„ Rli 
and R 14 are halo and the remainder of R 10 , R n , Rl2 , R , 3 , ^ R „ .^J^*"' ** 

24. A compound of claim 18 wherein at least one of R 5 and R 7 is 
selected from the group consisting of dichlorophenyl, difluorophenyl, 

Y u ^ cWorofluorophenyl, bromochlorophenyl, ethylphenyl, 
methylchlorophenyl, imidazolylphenyl, cyanophenyl, morphlinophenyl and 
cyanochlorophenyl. 



25 
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25. A compound of claim 1, wherein R$ is substituted alkyl selected 

from the group consisting of aralkyl, hydroxyalkyl, aminoalkyl, aminoaralkyl, 
carbonylaminoalkyl, alkylcarbonylaminoalkyl, arylcarbonylaminoalkyl, aralkylcarbonyl- 
aminoalkyl, aminoalkoxyalkyl and arylamino alkyl. 

5 26. A compound of claim 1, wherein R.6 is substituted amino selected 

from the group consisting of alkylamino, alkylcarbonylamino, alkoxycarbonylamino, 
arylalkylamino, arylcarbonylamino, alkylthiocarbonylamino, arylsulfonylamino, 
heteroarylamino alkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino, 
aralkylcarbonylamino, and heteroaralkylcarbonylamino. 

10 27. A compound of claim 1, wherein is selected from the group 

consisting of unsubstituted or substituted aminocarbonyl, alkyloxycarbonyl, 
aryloxycarbonyl, aralkyloxycarbonyl and alkylaminoalkyloxycarbonyl. 

28. A compound of claim 1, wherein R6 is selected from the group 
consisting of amidino, guanidino, cycloimido, heterocycloimido, cycloamido, 

15 heterocycloamido, cyclothioamido and heterocycloloweralkyL 

29. A compound of claim 1, wherein Re is aryl. 

30. A compound of claim 1, wherein R6 is heteroaryl. 

31. A compound of claim 30, wherein Rt is selected from the group 
consisting of substituted or unsubstituted pyridyl, pyrimidinyl, piperazinyl, thiazolyl, 

20 indolyl, imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, thienyl, fiiranyl, 
quinolinyl, pyrrolylpyridyl, benzothiazolyl, benzopyridyl, benzotriazolyl, and 
benzimidazolyl. 

32. A compound of claim 31, wherein R$ is a monoketopiperazinyl 
group having the structure: 

N A, 

wherein R15 and Ri 6 are independently selected from the group consisting of 
hydrogen, loweralkyl, loweralkynyl, aryl, heteroaryl, arylloweralkyl, 
loweralkylarylloweralkyl, haloloweraUcyl, haloarylloweralkyl carbocyclic and 
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heterocyclic; or R 16 can be taken with another R 16 or with R 15 to form a carbocyclic, 
heterocyclic or aryl ring; and o is an integer.between 1 and 6. 



33. 



A compound of claim 32, wherein Ri 5 is loweralkyl. 



34 - A compound of claim 33, wherein Rj 5 is selected from the group 
consisting of methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, isobutyl and t-butyl. 

35 - A compound of claim 32, wherein R 15 is taken with R 16 to form a 
group having the structure: { 



36 - A compound of claim 32, wherein R 15 is taken with R 16 to form a 

group having the structure: 



N 




37. 



A compound having the structure: 

R 8 R 13 




(IV) 
wherein: 

X is selected from the group consisting of nitrogen, oxygen, and optionally 
substituted carbon; 

Ri, R 2 , R 3 and R, are independently selected from the group consisting of 
hydrogen, hydroxyl, and optionally substituted loweralkyl, cycloloweralkyl, 
cyclicaminoalkyl, alkylaminoalkyl, loweralkoxy, amino, alkylarnino, alkylcarbonyl, 
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arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, aryl and 
heteroaryl; 

R$ is selected from the group consisting of hydrogen, halo, and optionally 
substituted loweralkyl, cycloalkyl, alkoxy, amino, aminoalkoxy, alkylamino, aralkylamino, 
heteroaralkylamino, aryl amino, heteroarylamino cycloimido, heterocycloimido, amidino, 
cycloamidino, heterocycloamidino, guanidinyl, aryl, biaryl, heteroaryl, heterobiaryl, 
heterocycloalkyl, and arylsulfonamido; 

R$ is selected from the group consisting of hydrogen, hydroxy, halo, carboxyl, 
nitro, amino, amido, amidino, imido, cyano, and substituted or unsubstituted loweralkyl, 
loweralkoxy, alkylcarbonyl, arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, 
heteraralkylcarbonyl, alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, 
alkylaminocarbonyloxy, arylaminocarbonyloxy, formyl, loweralkylcarbonyl, 
loweralkoxycarbonyl, aminocarbonyl, aminoaryl, alkylsulfonyl, sulfonamido, 
aminoalkoxy, alkylamino, heteroarylamino, alkylcarbonylamino, 

alkylaminocarbonylamino, arylamihocarbonylamino, aralkylcarbonylamino, 

heteroaralkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino cycloamido, 
cyclothioamido, cycloamidino, heterocycloamidino, cycloimido, heterocycloimido, 
guanidinyl, aryl, heteroaryl, heterocyclo, heterocycloalkyl, arylsulfonyl and 
arylsulfonamido; 

R« and R 9 are independently selected from the group consisting of hydrogen, 
hydroxy, nitro, amino, cyano, halo, thioamido, amidino, oxamidino, alkoxyamidino, 
imidino, guanidinyl, sulfonamido, carboxyl, formyl, loweralkyl, aminoloweralkyl, 
loweralkylaminoloweralkyl, haloloweralkyl, loweralkoxy, haloloweralkoxy, 
loweralkoxyalkyl, loweralkylaminoloweralkoxy loweralkylcarbonyl, loweraralkylcarbonyl, 
lowerheteroaralkylcarbonyl, alkylthio, aryl and, aralkyl; and 

Rio, Rn, Ri2, Ri3> and Ri 4 are independently selected from the group consisting of 
hydrogen, nitro, amino, cyano, halo, thioamido, carboxyl, hydroxy, and optionally 
substituted loweralkyl, loweralkoxy, loweralkoxyalkyl, haloloweralkyl, haloloweralkoxy, 
aminoalkyl, alkylamino, alkylthio, alkylcarbonylamino, aralkylcarbonylamino, 
heteroaralkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino aminocarbonyl, 
loweralkylaminocarbonyl, aminoaralkyl, loweralkylaminoalkyl, aryl, heteroaryl, 
cycloheteroalkyl, aralkyl, and alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, 
arylcarbonyloxyaUcyl, alkyloxycarbonylalkyl, heteroarylcarbonyloxyalkyl, 

aralkycarbonyloxyalkyl, heteroaralkylcarbonyloxyalkyl; 

and the pharmaceutical^ acceptable salts thereof. 
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38. A compound of claim 37 wherein X is nitrogen. 

39. A compound of claim 37 wherein X is oxygen. 

40 - A compound of claim 37, wherein at least one of Rg and R 9 is 

selected from the group consisting of nitro, amino, cyano, trifluoromethyl and 
loweralkoxy. 

4L A compound of claim 37, wherein at least one of R,, R 2 , R 3 and R, 

is substituted loweralkyl selected from the group consisting of hydrogen, unsubstituted 
loweralkyl, haloloweralkyl, heterocycloaminoalkyl, aminoloweralkyl and 
loweralkylaminoloweralkyl. 

42. A compound of claim 37, wherein at least one of R u R 2 , R 3 and R4 
is loweralkylaminoloweralkyl. 

43. A compound of claim 37, wherein R,, R 2 , and R 3 are hydrogen and 
R4 is selected from the group consisting of hydrogen, methyl, ethyl, aminoethyl, 
dimethylaminoethyl, pyridylethyl, piperidinyl, pyrrolidinylethyl, piperazinylethyl and 
morpholinylethyl. 

44. A compound of claim 37, wherein R 5 is selected from the group 
consisting of hydrogen and substituted and unsubstituted aryl, heteroaryl and biaryl. 

45. A compound of claim 37 wherein R 10 , R„, R, 3 , and R, 4 are 
hydrogen and R, 2 is selected from the group consisting of halo, loweralkyl, hydroxy, 
loweralkoxy, haloloweralkyl, aminocarbonyl, alkylaminocarbonyl and cyano. 

46. a compound of claim 37 wherein Ri 1, R, 3 , and R 14 are hydrogen and 
Rio and R 12 are independently selected from the group consisting of halo, loweralkyl, 
hydroxy, loweralkoxy, haloloweralkyl, aminocarbonyl and cyano. 

47. A compound of claim 37 wherein R l0 is hydrogen or halo, Ru, R 13 , 
and R I4 are hydrogen and Ri 2 is heteroaryl. 

48. A compound of claim 37 wherein Ri 0 is hydrogen or halo, R n , Rj 3 , 
and R 14 are hydrogen and R 12 is a heterocycloalkyl. 

49 ■ A compound of claim 37 wherein at least one of R 10 , Ru, Ri 2 , R 13 , 

and R 14 are halo and the remainder of R, 0 , Ri , , R 12 , R 13 , and R 14 are hydrogen. 
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50. A compound of claim 37 wherein Rio, Rn, R12, R13, and Rj 4, taken 
together with the phenyl ring of structure IV, form a moiety selected from the group 
consisting of dichlorophenyl, difluorophenyl, trifluoromethylphenyl, chlorofluorophenyl, 
bromochlorophenyl, ethylphenyl, methylchlorophenyl, imidazolylphenyl, cyanophenyl, 

5 morpholinophenyl and cyanochlorophenyl. 

51. A compound of claim 37, wherein R6 is substituted alkyl selected 
from the group consisting of aralkyl, hydroxyalkyl, aminoalkyl, aminoaralkyl, 
carbonylaminoalkyl, alkylcarbonylaminoalkyl, arylcarbonylaminoalkyl, 
aralkylcarbonylaminoalkyl, aminoalkoxyalkyl and arylaminoalkyl. 

10 52. A compound of claim 37, wherein R$ is substituted amino selected 

from the group consisting of alkylamino, alkylcarbonylamino, alkoxycarbonylamino, 
arylalkylamino, arylcarbonylamino, alkylthiocarbonylamino, arylsulfonylamino, 
heteroarylamino alkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino, 
aralkylcarbonylamino, and heteroaralkylcarbonylamino. 

15 53. A compound of claim 37, wherein R6 is substituted carbonyl 

selected from the group consisting of unsubstituted .or substitutedaminocarbonyl, 
alkyloxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl and alkylaminoalkyloxycarbonyl. 

54. A compound of claim 37, wherein R6 is selected from the group 
consisting of amidino, guanidino, cycloimido, heterocycloimido, cycloamido, 

20 heterocycloamido, cyclothioamido and heterocycloloweralkyL 

55. A compound of claim 37, wherein R6 is aryl. 

56. A compound of claim 37, wherein R* is heteroaryl. 

57. A compound of claim 56, wherein Rs is selected from the group 
consisting of substituted or unsubstituted pyridyl, pyrimidinyl, pyrrolindinyl, thiazolyl, 

25 indolyl, imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, thienyl, furanyl, 
quinolinyl, pyrrolylpyridyl, benzothiazolyl, benzopyridyl^ benzotriazolyl, and 
benzimidazolyl. 

58. A compound of claim 57, wherein is a monoketopiperazinyl 
group having the structure: 



SDOCID: <WO 0220495A2_I_> 



WO 02/20495 -261- PCT/US01/42081 



10 



15 



N Aj 



wherein R J5 and R 6 are independently selected from the group consisting of 
hydrogen, loweralkyl, loweralkynyl, aryL heteroaryl, arylloweralkyl, 
loweralkylarylloweralkyl, haloloweralkyl, haloarylloweralkyl carbocyclic and 
heterocyclic; or R 16 can be taken with another R 16 or with R 15 to form a carbocyclic, 
heterocyclic or aryl ring; and o is an integer between I and 6. 



59. 



A compound of claim 58, wherein Ri 5 is loweralkyl. 



60 - A compound of claim 59, wherein R 15 is selected from the group 

consisting of methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, isobutyl and t-butyl. 

61 • A compound of claim 58, wherein R J5 is taken with R 16 to form a 

group having the structure: 




62 - A compound of claim 58, wherein R 15 is taken with R 16 to form a 

group having the structure: 



N 




63. 



R 9 . 



A compound having the structure: 



R2 F?4 

X 



R1 R 3 




wherein: 



(V) 
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X is selected from the group consisting of nitrogen, oxygen, and optionally 
substituted carbon; 

R], R 2 , R3 and R4 are independently selected from the group consisting of 
hydrogen, hydroxyl, and optionally substituted loweralkyl, cycloloweralkyl, 
cyclicaminoalkyl, alkylaminoalkyl, loweralkoxy, amino, alkylamino, alkylcarbonyl, 
arylcarbonyl, aralkylcarbonyl, heteroarylcarbonyl, heteroaralkylcarbonyl, aryl and 
heteroaryl; 

R 5 is selected from the group consisting of hydrogen, halo, and optionally 
substituted loweralkyl, cycloalkyl, alkoxy, amino, aminoalkoxy, alkylamino, aralkylamino, 
heteroaralkylamino, arylamino, heteroarylamino cycloimido, heterocycloimido, amidino, 
cycloamidino, heterocycloamidino, guanidinyl, aryl, biaryl, heteroaryl, heterobiaryl, 
heterocycloalkyl, and arylsulfonamido; 

R^ is selected from the group consisting of hydrogen, hydroxy, halo, carboxyl, 
nitro, amino, amido, amidino, imido, cyano, and substituted or unsubstituted loweralkyl, 
loweralkoxy, alkylcarbonyl, arylcarbonyl, aralkyl caibonyl, heteroarylcarbonyl, 
heteraralkylcarbonyl, alkylcarbonyloxy, arylcarbonyloxy, aralkylcarbonyloxy, 
alkylaminocarbonyloxy, arylaminocarbonyloxy, formyl, loweralkylcarbonyl, 
loweralkoxycarbonyl, aminocarbonyl, aminoaryl, alkylsulfonyl, sulfonamide, 
aminoalkoxy, alkylamino, heteroarylamino, alkylcarbonylamino, 

alkylaminocarbonylamino, arylaminocarbonylamino, aralkylcarbonylamino, 

heteroaralkylcarbonylamino, arylcarbonylamino, heteroarylcarbonylamino cycloamido, 
cyclothioamido, cycloamidino, heterocycloamidino, cycloimido, heterocycloimido, 
guanidinyl, aryl, heteroaryl, heterocyclo, heterocycloalkyl, arylsulfonyl and 
arylsulfonamido; 

Rs and R 9 are independently selected from the group consisting of hydrogen, 
hydroxy, nitro, amino, cyano, halo, thioamido, amidino, oxamidino, alkoxyamidino, 
imidino, guanidinyl, sulfonamido, carboxyl, formyl, loweralkyl, aminoloweralkyl, 
loweralkylaminoloweralkyl, haloloweralkyl, loweralkoxy, haloloweralkoxy, 
loweralkoxyalkyl, loweralkylaminoloweralkoxy loweralkylcarbonyl, loweraralkylcarbonyl, 
lowerheteroaralkylcarbonyl, alkylthio, aryl and, aralkyl; and 

Rio, R11, Ri2 ? R13, and R14 are independently selected from the group consisting of 
hydrogen, nitro, amino, cyano, halo, thioamido, carboxyl, hydroxy, and optionally 
substituted loweralkyl, loweralkoxy, loweralkoxyalkyl, haloloweralkyl, haloloweralkoxy, 
aminoalkyl, alkylamino, alkylthio, alkylamino, aralkylamino, heteroaralkylamino, 
arylamino, heteroarylamino aminocarbonyl, loweralkylaminocarbonyl, aminoaralkyl, 
loweralkylaminoalkyl, aryl, heteroaryl, cycloheteroalkyl, aralkyl, and alkylcarbonyloxy, 
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arylcarbonyloxy, aralkylcarbonyloxy, arylcarbonyloxyalkyl, alkylcarbonyloxyalkyl, 
heteroarylcarbonyloxyalkyl, aralkycarbonyloxyalkyl, heteroaralkylcarbonyloxyalkyl; 

R,s is selected from the group consisting of hydrogen, nitro, cyano, amino' alkyl, 
halo, haloloweralkyl, alkyloxycarbonyl, aminocarbonyl, alkylsulfonyl and arylsulfonyl; 
5 and the pharmaceutically acceptable salts thereof. 

64. A compound of claim 63 wherein X is nitrogen. 

65. A compound of claim 63 wherein X is oxygen. 

66. A compound of claim 63, wherein at least one of R« and R 9 is 
selected from the group consisting of nitro, amino, cyano, trifluoromethyl and 

10 loweralkoxy. 

67. A compound of claim 63, wherein at least one of R,, R 2 , R 3 and R, 
is substituted loweralkyl selected from the group consisting of hydrogen, unsubstituted 
loweralkyl, haloloweralkyl, heterocycloaminoalkyl, and loweralkylaminoloweralkyl. 

68. A compound of claim 63, wherein at least one of R lf R 2 , R 3 and R, 
15 is loweralkylaminoloweralkyl. 

69. A compound of claim 63, wherein R,, R 2 , and R 3 are hydrogen and 
R4 is selected from the group consisting of hydrogen, methyl, ethyl, aminoethyl 
dunethylaminoethyl, pyridylethyl, piperidinyl, pyrrolidinylethyl, piperazinylethyl and 
morpholinylethyl. 

20 7 °- A ^Pound of claim 63 wherein R 10 , R„, R 13 , and R I4 are 

hydrogen and R 12 is selected from the group consisting of halo, loweralkyl, hydroxy, 
loweralkoxy, haloloweralkyl, aminocarbonyl, alkylaminocarbonyl and cyano. 

71. A compound of claim 63 wherein R„, R 13 , and R 14 are hydrogen and 
Rio and R 12 are independently selected from the group consisting of halo, loweralkyl 

25 hydroxy, loweralkoxy, haloloweralkyl, aminocarbonyl and cyano. 

72. A compound of claim 63 wherein R 10 is hydrogen or halo, R, R 13 , 
.. and R, 4 are hydrogen and R 12 is heteroaryl. 

73. A compound of claim 63 wherein R 10 is hydrogen or halo, R, R 13 , 
and R J4 are hydrogen and R ]2 is a heterocycloalkyl. 
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74. A compound of claim 63 wherein at least one of R] 0 , Rn, R12, R13, 
and R J4 are halo and the remainder of Rio, Rn, Ri2 ? Rn, and R14 are hydrogen. 

75. A compound of claim 63 wherein Ri 0 , Rn, R12, R13, and R 14 , taken 
together with the phenyl ring of structure IV, form a moiety selected from the group 

5 consisting of dichlorophenyl, difluorophenyl, trifluoromethylphenyl, chlorofluorophenyl, 
bromochlorophenyl, ethylphenyl, methylchlorophenyl, imidazolylphenyl, cyanophenyl, 
morpholinophenyl and cyanochlorophenyL 

76. A compound of claim 63, wherein R6 is substituted alkyl selected 
from the group consisting of aralkyl, hydroxyalkyl, aminoalkyl, aminoaralkyl, 

10 carbonylaminoalkyl, alkylcarbonylaminoalkyl, arylcarbonylaminoalkyl, 

aralkylcarbonylaminoalkyl, aminoalkoxyalkyl and arylaminoalkyl. 

77. A compound of claim 63, wherein R$ is substituted amino selected 
from the group consisting of alkylamino, alkylcarbonylamino, alkoxycarbonylamino, 
arylalkylamino, arylcarbonylamino, alkylthiocarbonylamino, arylsulfonylamino, 

15 heteroarylamino alkylcarbonylamino, arylcarbonylamino, heteroaiylcarbonylamino, 
aralky lcarbonylamino , and heteroaralkylcarbonylamino. 

78. A compound of claim 63, wherein R6 is selected from the group 
consisting of unsubstituted or substitutedaminocarbonyl, alkyloxycarbonyl, 
aiyloxycarbonyl, aralkyloxycarbonyl and alkylaminoalkyloxycarbonyl. 

20 79. A compound of claim 63, wherein is selected from the group 

consisting of amidino, guanidino, cycloimido, heterocycloimido, cycloamido, 
heterocycloamido, cyclothioamido and heterocycloloweralkyl. 

80. A compound of claim 63, wherein R$ is aryL 

81. A compound of claim 63, wherein R$ is heteroaryl. 

25 82. A compound of claim 81, wherein R$ is selected from the group 

consisting of substituted or unsubstituted pyridyl, pyrimidinyl, pyrrolindinyl, piperazinyl, 
thiazolyl, indolyl, imidazolyl, oxadiazolyl, tetrazolyl, pyrazinyl, triazolyl, thienyl, furanyl, 
quinolinyl, pyrrolylpyridyl, benzothiazolyl, benzopyridyl, benzotriazolyl, and 
benzimidazolyl. 
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83. A compound of claim 82, wherein R6 is a monoketopiperazinyl 
group having the structure: 

N A| 

wherein Ri 5 and Rie are independently selected from the group consisting of 
5 hydrogen, loweralkyl, loweralkynyl, aryl, heteroaryl, arylloweralkyl, 
loweralkylarylloweralkyl, haloloweralkyl, haloarylloweralkyl carbocyclic and 
heterocyclic; or R 8 can be taken with another R^ or with R\ 5 to form a carbocyclic, 

heterocyclic or aryl ring; and o is an integer between 1 and 6. 

84. A compound of claim 83, wherein Ri 5 is loweralkyl. 

10 85. A compound of claim 84, wherein R15 is selected from the group 

consisting of methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, isobutyl and t-butyl. 

86. A compound of claim 83, wherein R15 is taken with R-jg to form a 

group having the structure: 



15 87. A compound of claim 83, wherein R15 is taken with R 16 to form a 

group having the structure: 




88. A composition comprising an amount of a compound of claim 1 

effective to modulate GSK3 activity in a human or animal subject when administered 
20 thereto, together with a pharmaceutically acceptable carrier. 
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89. A composition comprising an amount of a compound of claim 37 
effective to modulate GSK3 activity in a human or animal subject when administered 
thereto, together with a pharmaceutically acceptable carrier. 

90. A composition comprising an amount of a compound of claim 63 
5 effective to modulate GSK3 activity in a human or animal subject when administered 

thereto, together with a pharmaceutically acceptable carrier. 

91. A method of inhibiting GSK3 activity in a human or animal subject, 
comprising administering to the human or animal subject a composition of claim 88. 

92. A method of inhibiting GSK3 activity in a human or animal subject, 
10 comprising administering to the human or animal subject a composition of claim 89. 

93. A method of inhibiting GSK3 activity in a human or animal subject, 
comprising administering to the human or animal subject a composition of claim 90. 

94. A method of treating a cell comprising administering to the cell an 
amount of a compound of claim 1 effective to inhibit GSK3 activity in the cell. 

15 95. A method of treating a cell comprising administering to the cell an 

amount of a compound of claim 37 effective to inhibit GSK3 activity in the cell. 

96. A method of treating a cell comprising administering to the cell an 

amount of a compound of claim 63 effective to inhibit GSK3 activity in the cell. 

97.. A method for treating a GSK3-mediated disorder in a human or 

20 animal subject, comprising administering to the human or animal subject an amount of a 
composition of claim 88 effective to inhibit GSK3 activity in the subject. 

98. A method of claim 97, wherein the composition is administered by a 
mode of administration selected from the group consisting of oral, subcutaneous, 
transdermal, transmucosal, iontophoretic, intravenous, intrathecal, buccal, sublingual, 

25 intranasal, and rectal administration. 

99. A method of claim 97, wherein said GSK3-mediated disorder is 
selected from the group consisting of diabetes, Alzheimer's disease, obesity, atherosclerotic 
cardiovascular disease, essential hypertension, polycystic ovary syndrome, syndrome X, 
ischemia, traumatic brain injury, bipolar disorder, immunodeficiency and cancer. 
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100. A method of claim 99, which further comprises administering to the 
subject one or more additional active agents. 

101. A method of claim 100, wherein the GSK3-mediated disorder is 
diabetes and the additional active agent is selected from the group consisting of insulin, 

5 troglitazone, rosiglitazone, pioglitazone, glipizide and metformin. . 

1 02. A compound of claim 1 , 37 or 58 for use as a pharmaceutical. 

103. Use of a compound of claim 1, 37 or 63 in the manufacture of a 
medicament for the treatment of diabetes, Alzheimer's disease and other 
neurodegenerative disorders, obesity, atherosclerotic cardiovascular disease, essential 

10 hypertension, polycystic ovary syndrome, syndrome X, ischemia, traumatic brain injury, 
bipolar disorder or cancer. 
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83. A compound of claim 82, wherein Re is a monoketopiperazinyl 

group having the structure: 




wherein Ri 5 and Ri6 are independently selected from the group consisting of 
5 hydrogen, loweralkyl, loweralkynyl, aiyl, heteroaryl, arylloweralkyl, 
loweralkylarylloweralkyl, haloloweralkyl, haloaiylloweralkyl carbocyclic and 
heterocychc; or R 8 can be taken with another R 16 or with R 15 to form a carbocyclic, 

heterocyclic or aryl ring; and o is an integer between 1 and 6. 

84. A compound of claim 83, wherein R15 is loweralkyl. 

10 85. A compound of claim 84, wherein R15 is selected from the group 

consisting of methyl, ethyl, n-propyl, isopropyl, cyclopropyl, n-butyl, isobutyl and t-butyL 

86. A compound of claim 83, wherein R15 is taken with R 16 to form a 

group having the structure: 




15 87. A compound of claim 83, wherein R15 is taken with R 16 to form a 

group having the structure: 




88. A composition comprising an amount of a compound of claim 1 

effective to modulate GSK3 activity in a human or animal subject when administered 
20 thereto, together with a pharmaceutically acceptable carrier. 
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